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Rr-i^f Summary Text (7) : ^1 amies is the 42 amino acid (4.2 kDa) beta^AnQ^loid 

The primary protein '=°"'P°"^"^ °^ Pj^?^^^ family of larger Amyloid Peptide Precursor 
Peptide (.beta.AP), which derives ^^^^ ^^^^^^ Biophys. R^T^rmun. 120:885-890; 
(APP) proteins Glenner and Wong, 1984, '^^^^^ _ mmun 122-1131-35; Goidgaber et al., 
G?enne? and Wong, 1984, Biochem. Biophys. Res^ Commun^ 325:733-736; Robakis et al . , 
1987, science 235:8778-8780; ^^9.f ^^^q l^^l^ ' ' xanzi et al . , 1987, Science 
1987, Proc. Natl. Acad. Sci_ ^4^^^° is poorly understood, but requires at least 

235:880-884). The process of ^'^J^^f ^^^^f ;,P°S/be found in extracellular spaces like 
.beta.AP. Recent evidence ^^ows that ^beta.AP may ^^^^ 
cerebrospinal fluid (CSF of ^he brain and conai ^.^^^^ hypothesis is 

increased amounts of, amyloid deposits are present in Messenger RNAs 

that increased .beta.AP P^^^uction leads to increased y ,^ ^ ^^^.^^^ ^^.^^ 

encoding the APP precursors of .^^^^ . J^^^^^f ^^rates of translation, which may explain 
suggested to some a possible 2-fold increase in ra Neurobiol . Aging 

increased amiioid plaque ^orn^l^^n Palmert et al . , 1989, Prog. Clin. Biol. Res. 

12:585-592, and references cited ^^^erein, Palmert ^^^^^^ 

317:971-984; Tanaka et al . , ' 4^°^ An example of an increased efficiency of 

Biochem. Biophys. Res ^ommun. 165^1406 1414 K An P^ ^^^^^ ^^^^^ ^ ^^^3 

.beta.AP production that correlates ^^^^^^^^^T^^^^^P^sl (Cai et al . , 1992, Science 
genetically linked familial form of Alzheimer sdiseas^ et al., 1992, Nature 
159:514-516; Citron et al . , ^^I'^^^ll^lllf^^^^^^^^ lysine-methionine (KM) 

Genet. 1:345-347), known as ^ Swedish disease invoi f , ^^^^^^^ .beta.AP. This 
to asparagine-leucine (NL "'Station in APP near the a ^^^^^^^^ cells. However, 

mutation increases the release of ^^^^^,^1^^^^^^^^^^: " in the Swedish disease (and 
while this observation may P^^^^ly explain amyx healthy patients are the 

Down's Syndrome), .beta.AP peptide levels g . ghoji et al . , 1992, Science 

same (Oosawa et al • , 19" , Soc . Neurosc^ Abst^ 1^ quantities of 

amount of plaques seen in their AD counterparts. 

RT-i ef Summary Text (9): rritical step in the development of 

Aggregation ot the components of amyloid ^^^^ ^^eta AP are extremely stable and not 

imjlofdosis. once formed, fibrillar ^gf^S^^^^^fby^^^if resistance to%olubilization 
easily degraded. Amzloid plaques may be purifi^ Additional treatment with 80% 

in boiling SDS and d^S-f J^^'e'LtualS Bolubilizes a portion of the plaque 

formic acid or 6M guanidine ^hiocyanate eventua y .beta.AP. Yet even 

material. The solubilized P^°^-^" ^^^P™"fiLrs? J^tramers and large molecular weight 
after these harsh denaturation treatments J^'" ' ^ ^his resistance to 

lf,lUT^.'^^nit''l.l'ZTir^^^^ e«e„.iv. p.o.,i„ 



modifications . 



Rri ef Suimnarv Text (11) : ...^ ^eta AP in most cases of AD, the question remains 

in the absence ot increased different rates. Synthetic .beta.APs 

how amyloid accumulates to ^ greater degree at differe ^ ^ .beta.AP 1-28, 

corrii^ng to the first f ' /°;3°^3^Ji^:i"^ displaj concentration-dependent 

^^^^^ ^arthe-^St^^o^y and spectroscopic levels using Congo 
Red and Thioflavin stains. 

Rri ef summary Text (15) : diabetics is the presence of amyloid plaques in 

One common characteristic of Type II diabetics j/diabetics upon autopsy. As with 

the pancreas. Such plaques are found /^^^^^^ the affected organ cannot be 

Alzheimer's disease, the presence of amyloid Pl^q^^^^^ ^994 Bio/ Technology 12:591). 
conclusively demonstrated until autopsy (see ^dgington, 1 amyloid plaques 

TWO groups independently identified the ma: or pp^ (Westermark et 

as a 37 amino acid P^lVf^P^^'^tf ^^^^ 84 SsSif^este^a^k et al., 1987, Am. J. 
al., 1987, Proc. Natl. Acad. Sci. USA • ^^^^^/^ ' "g^ p^^c Natl. Acad. Sci. USA 
Phy;iol. 127:414-417), or amylin ^^^P^^^^ . ^i,; ^^^^,1 . "5sA 85:7763-66); the peptides 

Tde^^ffie^'byTo- frou s^a^ri .^^^^^^ ^h^Sears to have 
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™rii^3^^eiU With spectral a- -uo.e - - 
late-stage Maillard products have ^1^° and collagen from aged individuals, 

several long-lived proteins, such as lens P^^^^^^ i„ human dura collagen between 

An age-related linear increase P^9^^"^„f ceSmi X981, Science 211:491-493; Monnier 
the Iges of 20 to 90 years ^^^^/^^O 97 TSs; and Monnier et al . , 1984. 

and Cerami, 1983, Biochem^ ^^°P^ro£ Human Collagen in Diabetes Mellitus", Proc Natl. 
"Accelerated Age-Related Browning °f Human Coiiag en can be mimicked m 

Acad. Sci. USA 81 : 583-587) . Interestingly, the agin^^^ 9 incubation in 

vitro in a much shorter period ^^^^f'f glJcoL. The capture of other proteins 

solution with relatively high concentrations otg theorized to occur by a 

and the formation of -^ducts by collagen ^Iso note^,^ instance, for the observed 
crosslinking reaction and is believed to acc ^ membrane (see Brownlee et 

ri=?r9a3:°S.1xj''M:d" IsV^^^ l^J^^^^e. al., 1984, Diabetes 33:57-59). 

Rr-ipf Summary Text (26): disease, the present inventors have 

Based on their knowledge of the role of ^GEs in dis more importantly 

sought to identify ^^f ^^f .^'^^^^^bit^lhe^action of such factors and thus prevent 
to identify agents and methods to inhibit the ,^ diseases. More 

glycosylation endproduct formation. 

RT-i ef Summary Text (32) : modulatinq AGE-am yloid polypeptide-mediated 

^^^^j^;^HiTHkStiSn relates a method of -°Julating^^ AGE ^L^id polypeptides. In a 
amyloidosis in a mammal by the torm and amylin have been 

specific aspect of the ^7^"^^°"' ^S^^^^l^t^on reaction of .beta.AP or amylin to form 
determined to be enhanced by glycosylation invention particularly 

AGE-. beta.AP or ^^E-amylin as defined herein^^^^^ .beta.AP and associated 

S:Sg^eLrat!fe1^^^^^^ 

fn-iragfregSU"^^^^^^^^^ -^^^^^ ^ 

controlling formation and presence of AGE-amylin. 

Brief Summ ary Text (33): ^ ,.Hnv-i duals suffering from an amyloidogenic disease 

It has also been dis=°^^^^d.that^'"'^^''^^''H nol^eptidls that form the amyloid plaques 
have more AGEs associated with the /^^^^Kefof AGE -amyloid p5I?^ides may 

characteristic of the disease, ^he presence an their age. In particular, 

reflect the total body burden of 5SZl2i^ P°lyP|P''^ ^^.^ted with .beta.AP than normal 
patients with Alzheimer's ^-^^^^^^^^^^^^^itf^y^r?! diabetes may have more AGEs 
individuals of the same age, and P^^ients witn lyp absolute levels of .beta.AP 

indicative or predictive of AD. 

Brief Summary Text (34): oo« thf^ measurement of the course and extent 

A corresponding di agnostic utility ^^^PJ^^^^^^^^^f^^^^nt of AGE -amyloid polypeptides, 
of amyloidosis by a measurement ^^^^e presence an An assay is included 

and particularly AGE-. beta.AP -^^^^J^^T^fJ^^^he present invention to identify disease 
that may use the AGE-amyloid_ P^^VP^f °| AGE-amyloid polypeptide. Additionally, such 
states characterized by the P^^^^^^\°^^^^^ S thus ad just a dosage regimen for a 
an assay can be utilized to P^33ence of the AGE -amyloid polypeptide. In 

recif?":~-3?1re^drag^^^^^^ ^fsa^f fthe invention^^used to monitor the 
presence or level of AGE-. beta.AP or AGE-amylin. 

rr:sSnr^on:^"of^'dys^frctro^^:r pattS^ MorfovL, AGE,^ polypeptide is 
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i^v^^wn r^^yr-i&rs and delivery vehicles, such as 
useful alone and in conjunction known carriers an^^ iLluding in certain 

liposomes, for the transport of therapeutic an ^ epithelial layers, for 

instances the AGE "^oi«ti«%^h^r:^^i7^;,tn barrTe? to particular sites in a patient for 
example, and particularly the blood brain barrier , P ^^^^ recognizes an 

treatment. The particular site ^^^^^^^a AP, oF AGE-am ylin, or a portion thereof. 

AGE -amyloid polypeptide, such as the AGE .beta.AP, o 

n^^P■.f Summary Text (36) : ^mvloid polypeptides in amyloidogenic diseases 

The presence ot high levels of AGE -amyloid poiypp polypeptides are faulty. 

Indicates that the normal clearance -J^^-^^^^^i^^'^^royils^ompositions and methods 
Therefore, in a further ^^P^^^, the present inven P ^g^oval of AGE -amyloid in an 

for stimulating or inducing °^3^^i°ltion of the scavenger system in an 

animal, i.e., the invention ^^^^emplates activation ^ ^^^^ include the 

;cSi;y r^S^^-ls^ Scfojhag^and, in Lural tissue, microglial 
tells. 

<f^i^.f Summary Text (37): stimulating or activating the natural scavenger 

kccordingiy, the invention P^^Y^^^^^J^^/^ts including but not limited to, an 
systems by administration of f^^^^^^^ory agents, ^^^rier, the fluorescent 

advanced glycosylation endproduct an AGE ^°^^^^°^^if^FFI) ' bound to a carrier, a 
chromophore 2- (2-furoyl -4 (5) M2-furanyl) -IH-imida^^^^ ^^^^^ ^^,^^1 

monokine (e.g ^^p5°^-:,°^3^,^^S i^g anf r^movSg AGE ^an^ and mixtures thereof. 
Tn rsrecific'LpfctT'tLlGris^an AGl^am^Ooid polypeptide. 

tiiyigf^ni^e^lion provides a method °f P^^f fncStl^h^^S^^ " 
particular AGE-. beta.AP or AGE-amylin which =°^Pf ^^^^^^^^%ly^osylation endproducts 

AGE -.beta.AP or AGE-amylm. 

Bvi ^f Summary Text (39) : disclosed that comprise an AGE -amyloid polypeptide 

Pharmaceutic;i compositions J^^^^°ptable carrier. Such pharmaceutical 

in combination with a Ph^^-^^^^itically ^^^^Pf J^^^^^^ ) i„ 3ome instances, and may be 
compositions may include an additional ^^^ive ag K > transdermal, sublingual, 
SSI/"— Sl"'iiv??r- composition. c.„ i. 

the form of a liposome in certain instances. 

Rr-i ef summary Text (40) : oresent invention contemplate the inhibition 

Generally, the therapeutic methods of ^he present in ^ pharmaceutical 

of in vivo amyloid aggregation by ^he administration of ^ g^^^ inhibition of 

composition containing ^^^^ agent or a plurality or all of the amyloid 

the formation of advanced gly<=°^Vl^tion endproducts^nvo g y^^^ ^^^^ ^.^^ 

polypeptide and amyloid precursor P°1YP^PJ^^^' ^^d^^oed glycosylation, and include 
X ^ggi^gation. Such agents comprise antagonists f ^l^lf^^^J^ particular AGE-.beta.AP 
< antibodies to AGEs, antibodies to AGE -amyloi d poiyp p neutralize the foregoing 

1 and AGE-a mylin, as well as ^t^erligands that would ^.nd^an ^^^^ ^^^^ ^^^^^.^^ ^.^^ 

antigens. Suitable agents may also be ^^^^^^ea rr ^ preferably are 

an active carbonyl moiety on an ^^^^^^ 9iy°°^^idlne analogs of aminoguanidine, and 
selected from aminoguanidine, -"hV^^^^^^^^^^^'the foregoing, all as recited in detail 

liiyigM r^u„ip,i o.:.o. o. 

involving such amyloid polypeptides, 
polypeptide formation. 
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idantlfying n.» drug. , ''""^f as.ay involving RGE-tmylold 

En ;S;n"e .ro^^h. invention i. to^.ovide fo. — 

responsible for a pathology. 

B rief Summary Text (47): ■irri.ention to identify AGE -amyloid proteins 

It is still a further object of the P^«^«"^„^"^^"^^°"''°r disease conditions where the 
and methods of inhibiting thexr « f "'^^^^^^^.^^^J^^r^.oteins is detrimental to the 

^hosrSanL^m'i^indLSvrS iLT—-^^^"-- - ^-^^^^^ 



Drawing De scription Text (6): ^„ nlaaue-enriched fractions of Alzheimer's 

FIG. 5 presents data showing that art^2|d plaque enri ^^^^.^ ^^^^ equivalently 

diseased pre-f rental cortex ^^^^^^^^tef^^^ Each control patient is 

™e^ntrd-y^rcifci:^:r^^^^ 

pibnt :Lrie^-- t^TtZTTl-^^^^^ a cross sy^ol. 

Drawing Des cription Text (7) : Hp-monstrate the co-localization of AGE and prion 

FIGS. 6A-6C present photographs that ^ a^^yioid deposits, characteristic 

protein (PrP) in PrP associated f disease scrapie. Brain 
of the spongiform ^--^Ph^l^Pf day old hamsters intracranially infected with a 
tissue sections were obtained from ^^^^i^,*"^^^ specific polyclonal rabbit antisera, 

strain of hamster scrapie reacted ^^^^h control or specitipy ^^^^^^ 
followed by a alkaline phosphatase-con:ug^ (cont^SimtB) Rabbit 

rabbit antibodies . (6A) ^^bbit anti-RNase at (Makita et al . , 1992, J. Biol. 

^i:''i^A^S^'TlTkXf".^' SrSt^J-lIr .« decocted by 

the rabbit antisera in (6B) and {6C) . 

Drawing Des cription Text (8) : relating to association of a 

FIGS. 7A-7D present absorption ^P^'=t^^\,f^^^.fbrillar beta . -amyloid peptide in vitro. 
Thioflayin-T-Amadori product conjugate with fibrillar^beta^_Z^^F^^ fibrillar 
(7A) Absorption ^P-trum of Thioflavin from 2^ before pelleting. (7C) 

AS^rrpil^c^r^mlrdlthloStXnzene^after pelleting. (7D) Absorption spectrum of 
dithionitrobenzene before pelleting. 

n^t-=,nt.ri Description Text (3): „„„„c=HHnns and methods to prevent the formation 

In one aspect , the invention provides compositions ■ ^ ^i^i a particular 

or cross-finking of AGE-modified proteins involved in am^^^ ^^P 

embodiment, the invention relates to ^^e prevention ^ advanced glycosylation 

.beta.^ars^loid peptide (^^eta^AP) by -hibiting the formati ^^^^^^ 

endproduct (AGE) -modified .beta.AP. -beta.AP is a y amyloidogenic degenerative 

associated with Alzheimer's disease ( AD , as well °ther V prevention 

neurological diseases. In another embodiment, the invention ^ osylation 

of amyloidosis of amylin by inhibiting the formation of -dvancedgXy^ y.^^.^^ ^^^^^ 

endproduct (AGE) -modified amylm. ^mylxnis a component °J ^he embodiments, 

prion protein (PrP) or scrapie-associated fibril (SAF) protein. 
Detailed Description Text (4) : 
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content of the plaque, or both. 

Detailed De scription Text (5) : discovery that the level of AGE found in brain 

The invention is based, in part, . °^^J^e discovery tn ^^^ii^^ly prepared samples 

samples from AD patients ^^^^^a^^^^^^^^^^^^fe^Idence forming a basis, in part, for 
from age-matched control ^^"^^f^^^.-if ^J^°^pitopes are located in amyloid plaques in 
the invention is the observation that AGE ^P^^°P^^ encephalopathy. The invention is 
hamster-adapted murine scrapie, a form °f ^P°^9^^°^ that AGE -modification of .beta.AP 
further based partially on -^P^"^?"^^_^^;°^i^n? and that an inhibitor of AGE 
f^rtiL^lnlar^icClLr^m^n^g^^^ ^"^^^^^ AGE-enhanced aggregation 

of .beta.AP. 

Detailed D escription Text (7) : "amvloid fibril" refer generally to 

^v,.. ■■.mYloid." -amyloid P^^f th nLt i^lar physical characteristics independent 

insoluble proteinaceous substances with P^^^^^^^f ^hat are found in the substance, 
of the composition °fP^f^^"^,f°^^^^^"^f^t^^ture? eosinophilic staining, and 
Amyloid can be identified by its amorphous ^^ru^^ure ^^.^ are termed herein 

hS^eous appearance. Protein or P^P^^^^^f ^P°"^^^^ted f^T^ta.AP; scrapie protein 
- amyloid polypeptides," and ^'^'^l^^^'^"^,^^\^°l^ding kappa, or .lambda, light or 
precursor or prion Protein; immunoglobulin includin^^^ amyloid A; .beta. .sub. 2 

heavy chains, or fragments thereof. Produced ^yj^l^^^l'^^^ at rill na tururetic 
-microglobulin; apoAl; gelsolin; ^Pfl^yl • n ( see Westermark et al . , 1987, 

factor; islet amyloid polypeptide, also known as amy i in ^ , physiol. 
Proc Natl. Acid^- USA 84:3881-85; " ' ^^^^4 :S28 -32 ; Cooper et al . , 

127:414-417; Cooper et al., ^^°^,3^^^' " ^^i:?; X993, Lancet 341:1249-50); and the 

1988, Proc. Natl. Acad. Sci. USA 85:7763 ^t'^^^t^' ^l amvloidogenic peptides, and 
like'. It should be noted that human cat amylin ^^V^^^J^S^^^ rat amylin, which 

aggregate spontaneously m vitro ^^^°^3idues! is nin-amyloidogenic and does not 

differs from human amylin at six ^"^^"^^^^^^.^^f °^|^756 .760 ) . In a specific aspect, the 
form fibrils (see, Lorenzo et f • ' J^J^i/^^^stances that contain .beta.AP, scrapie 
rrotelf^lylL^^-L^loidLis-^r^rerrtr^^ deposition or aggregation of 

proteins to form amyloid plaques or fibrils. 

Detailed Description T^t ( 8 ) : compound which it modifies as the 

As used herein, the term AGE meters 1° K endproduct or a compound which 

reaction product of either an ^'^^^'^^^^f 9^^^°^^if ^he SSa.AP or amylin moiety. 

ll^.l^^Tltr.flp^^.^l^.^r, ,.3., Sluco.., ... 

peptide is modified to form the AGE-peptide. 

Detailed Descripti on Text O) • to refer to the non-enzymatic reaction of 

has come more frequently into use is "glycation. 

Det ailed Descripti on Text (10): ^n^cif ically interacting with an 

A molecule is "antigenic" ^hen it is capable of specifically ly^^.^ ( antibody ) 
antigen recognition molecule of *^he immune system such as^ J^^^ preferably 

or T cell antigen receptor. An -"^^^^^^^^P^f ^^^Jon of a molecule can be that portion 
at least about 10 amino ^"^^^ ! , ^^llP°eceptor recognition, or it can be a 

that is immunodominant for ^H^ibo^ or T cell recep ^^^^ ting the antigenic 

portion used to generate -"^|2tib2g to the molecule Y ^ molecule that is 

portion to a larger, immunogenic carrier '^^I'^'^^Z of eliciting an immune response 

antigenic need not be itself immunogenic, i.e., capaDie 
without coupling to such a carrier. 

Detailed Descriptio n Text (14) : amyloidosis when amyloid deposits or amyloid 

A disease or disorder is associated f ^^ted b y the d isease, or when the 

plaques are found in or in proximity to tissues tlllllT^Zt is or can become 
disease is characterized by overproduction °f ^ P^^J^^^ effects directly or indirectly 
insoluble. The amyloid plaques may provoke pathological etteccs 
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^ • ir^=,rr,r,l es of amvloid diseases" include, but are not 

by known or unknown '"--danisms Examples of a^Z^ illnesses, multiple 

limited to, systemic diseases such as chroni ^hy (Portuguese) and 

myeloma, macroglobulinernia, familial g^i^ P y ^^^^^^^^ amyloid polynephropathy 
cardiomyopathy (Danish) -yi^^^l^^^l^^^l"^^^^^ syndrome 
(Iowa), familial amyloidosis (J^""^^^' ^^^^^ deafness (Muckle-Wells syndrome , 
familial amyloid nephropathy with urticaria an hemodialysis-associated 

medullarv carcinoma of thyroid, isolated atrial 513^ 

amyloSis (HAA) ; and neurodegenerative diseases. 

Detailed De scription Text (15)= amvloid fibrils or deposits of the pancreas, in 

Type II diabetes is ^^^^^^^/^^^.^^^^ulin As with Alzheimer's disease amyloid 
particular the islet cells that Produce ^^^^J^^" J^hological effects. In particular, 
plaques, the amyloid Pl^'I"^^ °^ J^^^^^h fibrils form arl toxic for human and rat 
concentrations of human ^""yl^J^^^^/^^^^^^^^eUs (Lorenzo et al . , 1994, Nature 
pancreatic islet insulin-producing ^beta.cel^^^^ invention relates to Type II 

368:758-760). Accordingly, m a speciLxu 
diabetic amyloidosis. 

Detailed Description Text (16) : idiopathic familial Mediterranean fever. 

Chronic inflammatory ^1^"^^^^^' infection, and the like, can result in 
Muckle-Wells syndrome, chronic --l-^ial ^^^^f ^^^^^ undergo further 

expression of serum amyloid A, . ^''"^^ /^^^ For example, in the Third World, 

processing and form amyloid deposits and plaques_ For ex p , .^^^ individual. 

Chronic malaria can lead to Jead ^o death. Multiple myeloma is 

The resulting organ failure can ^l^^^^^^i^.^ulins, which immunoglobulins or fragments 
associated with overproduction of i^^i^gans or tissues in contact with the 

thereof can form amyloid deposits ^"fP^^^^^^i^^^^^ result in familial amyloid 
circulatory system. D^P^^^^ion of transthyretin ^ systemic 

polyneuropathy (Portuguese), ^^^^^^^^^f^gfif^yloidosis is a complication among 
senile amyloidosis. Hemodialysis-associated amylo .microglobulin is a ma:or 

rro?;^noSi?rerof -Sic et 

^l:!^i9f6^^rS\ftl"A;ai"l;i^TsrS3:f9r^: ^irahama et al . , 19BS, Lab. Invest. 

53:705-709) . 

D etailed D ^^scription Text (17): =mvloidosis, the present invention relates 

AS noted above, ^n addition ^^^f J^^^^^^^^^^olving amyloidosis. The term 
particularly to neurodegenerative diseases involvi 9 Y nervous system 

^neurodegenerative disease" refers to a disease or characteristic of brain 

particularly involving the brain that manifests wi ^^^ymp dementia, 
or nerve dysfunction, e.g., short ^^^"^ °^ ^^blems, and emotional and behavioral 
cognition defects, balance and <=°°rdination P^°°^^^^i^idosis" when histopathological 
deficiencies. Such diseases are "^^^^^^^^^^J^^^^^ho demonstrate such symptoms would 
(biopsy) samples of brain tissue J from brain, especially human brain, 

i^loiSisI: brs^f fn^rriferL^SrtMl^Lence of ^ deposits, such as 
plaques or fibrils, in a biopsy sample. 

D etailed D *:^Rcription Text (18): nresent invention the neurodegenerative 

In a specific eSibodimeuL, according to the present inv ^^^^^ embodiments, 

disease associated with amyloidosis ^^^^^^f ^l^^^^^^erized by a double KM to NL mutation 

the disease may be the --/^^^^f ,tar th^ ^mino-terminus of the . beta. AP portion of 

in amvloid precursor protein (^PP) near tne disease is hereditary 

APP (Levy et al . , 1990, Science 248 : 1124 26K Anotn (Rozemuller et al . , 

cerebral hemorrhage with ^Tli^'f "pL^^ef al ^91, Ann. N.Y^ Acad. Sci . 640:155-60; 
1993, Am. J. Pathol. 142:1449-57; Roosetal^, 1991, ^^^^^ ^^^^ ^^^^^^ 

Timmers et al . , 1990 • " .^'thf aft and within the scope of the present 

47:965-7). Other such diseases ^'^.f ^J^radic cerebral amyloid angiopathy, 

invention include, but are not lin^ited ^o- J^^aai parkinson-dementia of Guam, 

hereditary cerebral amyloid angiopathy, Down ssyndr ^^^^^ ^^^^^ ^^^^ 

and age-related asymptomatic ang2i^ angio^^^^^ ^^^^^^ 3^, ......^s; 

Neurol. Neurosurg. 92 :305-310, Gienner ar t- Jf Neuro. Neurosurg. 
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^ T7q.i947-54 and 1991, Biochem. Biophys. Res. 

1991, Biochem. Biophys. Res. Cotmun 1^9^1247 b Biochem. Biophys. Res. 

p?.v.,.tioS or inhibition of "^IJ^^J j;;.n??;;i™,r ■ . di.ea.e In broad ..p.ot the 

of Strolling the P"'!"-"''"' '"^^'j;; °ot uS.d antibodies against advanced 

endproducts. Such agents inolude, „g receptors and aotive tragments 

ss^ra-^orss^g'trfnd'n rtSs^^ 

i ±rThf L?:n^r sftef i i .^^^ 
brnrLfh^rsr^^^ 

;,«.s., » »l"rfr"f -agent^ha^ inW?it. advanced glyco.yl.t.on. ■ 

pp^^.i^H n^^nription Text (23): ^ ^ therapeutic strategy, where agents 

^^^fHtlSH-E^ther contempl^ aminoguanidine , may be administered to 

that inhibit advanced gly'=°syl^'^^°"' . ^^'='2,,!!,^ on Ld consequent initiation of amyloid . 
inSbit in vivo AGE^atTi^loid P^lYP^P'^^J^^^^'^d °myloidosis; and to react with any 
pSjpeptide aggregaH3t-^aque formation and -^yl°^J^^^ Reaction of these byproducts 

p^^^ji^^ n^^^nription Text (24) : diagnostic) methods of the present 

¥Hr therapeutic land, as discussed ^^1°^' ^J^.J^g^^n impact on the formation of 
Svention^ontamplate the use of ^S^^^^^^^f IgEs and^ther ligands may be prepared 
AGE ^myloid . Among these agents, antibodi es 
and used. 

Detailed DescriptionJText (25) : which block the post-glycosylation 

flBMsHiTr^rnirTir^ntion IS to u^ eSophores and/or molecular crosslinks whose 

ri-ce^; afsoSref ^^^^^^^^^^^^^^^^ 

£f..Tnfs brSKteS rnrfo^aLftirLSing proteins onto other proteins, 
such as occurs in amyloid plaques. 

267:5133-38) can be used, f -/^^^^^^^^i^^'^Iucrantibodi^ can be prepared using 
to AGE epitopes of AGE^am^ polypeptides^ inmmunogen used to prepare the 

rtSX: If n^AC^^ proteJn^^n a ^^pecific aspect, AGE-. beta. AP can used. 
in another embodimentTiGE^-ylin can be used. 

n^scri ption Text (32) : produce a ntibody (ies) to themselves. Such 

Se AGE-.beta.AP or Aob-amylin -^y -sed ^^^P^^J^^^.^iSdn^cluding the well known 
antibodies can be produced and J^l/lZ^ he produced by immunization of an 

ggg^techniques. l^'a^TIH^e or conjugated with a carrier P-^ein such 

:hft :t?i?S;ert:-feyholf ?iSfi^h;.Snin (K.^) or BSA, preferably admixed with 
an adjuvant as defined above. 

Detailed Description_Text (33) : „T„u„Hn including antibodies and fragments 

||jaii|^^,r^^tlb^^ ^'^^.i™°lid sich general dlflHIHSTTi intended to apply 

thereof that binds a specific epitope ^^^^^f^^^onoclonal and chimeric antibodies, 

herein. The term therefore encompasses P^lY^l^"^^;' ^ g Pat. Nos. 4,816,397 and 
the iast mentioned described in further detail xnU^S.^^^^^^ ^^^.^^ an antibody 
4,816,567. Also, - chri^variable and hypervariable regions that 

molecule comprised of heavy ana xxgau 
specifically bind antigen. 
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Detailed De scription Text (34) : molecules such as intact imnmunoglobulin 

B^>.mn1arv antibodies iH3lude„ antibody .-uigs and those portions of an 

Slecules,-^IIbStiHETally ^"^-'^ ™"Slobulxn molecules^a^ including those portions 
immunoglobulin molecule ^^at contain the active ^^^^^ g^.^^ ^^^^.^^^ preferred for 
known in the art as Fab, FaD , ''r^ 
use in therapeutic methods associated herein. 

Dptailed DescriptionText (35): arp oreoared by the proteolytic 

W^tri^^rtET^^o-^ iefSilSly on s^bst^ntfany intact antibody molecules 
reaction of papain and pepsin, ^^^f ^^^^^i^' "3, U.S. Pat. No. 4,342,566 to 
bv methods that are well-known. See for ^^^^^I'/l ^Iso well-known and are 

?Lofilopolous et al. Fab- an^ib^g S^ctfon of thHisilfide bonds linking the two 
produced from ^ ^f^J^HercStSthSol and followed by alkylation of the 

heavy chain portions as ^'^^'^ J^^^^P^^^q^nt such as iodoacetamide . 
resulting protein mercaptan with a reagent b 

n.tailed Description Text (36) : ^ ^^rious grammatical forms refers to an antibody 

The phrase "monoclonal JHtibody in .^^ capable of immunoreacting with a 

having only one species of Hitibo|y combining site c^^ displays a single binding 
particular antigen. A '"°'^°-;°^^i,f2tg2g^^hus typi V be prepared having 
^^^JlS^^^^ immunospeclfl^ a different antigen, 
e.g., a bispecific (chimeric) antibody. 

Detailed De scription Text (38)= or-onhvlacticallv, to prevent the initial 

Preferably, the treatment i^^"^^^^^'^ P^^f^^^te aqjreg^tion of non-AGE modified amyloid 
formation of amyloid '/^^^^ ™"^p'^^'i^^uble Imjlin, as well as AGE-amyloid 

polypeptide, such as soluble -bf ^:AP °r an inhibitor of AGE formation that can 
polypeptide. In a particular ^bove can be administered to a subject 

La^rse the blood brain barrier, as J^^^.^^^.f °i:;,:e or another neurodegenerative 
believed to be at increased risk for Alzheimer s progression of the disease at 

disease that involves amyloidosis '^°/"J?;°^^^^'^bitor of AGE formation can be injected 
an early stage. In another ^-^odiment, the inhibitor o^^ increase risk for 

intraperitoneally or -'^f ^fLring f rem obesity or one of the other conditions 

Type II diabetes, e.g., a person ^^^"^^^^"9 subiects that have a genetic 

al^ociated with Type II diabetes^ For example subjects ^^^^i^^n The actual 

predisposition to AD or Type II "^^^^f ^^ f ^an be^readily determined by the 

dosage and treatment regimen for ^^^^ prophylaxis can administration, age and 

ordinary skilled Phy^i<=^^"'^^'^^'^9;"^?ar disease state for which the patient is 
weight of the patient, and the P^^^^^^^^^/^^^J^of and, of course, any side effects of 

customary medical 

procedures and practices. 

■ Detailed De scription Text '^'^^l' .^^^..^ . method and associated agents are disclosed 
in accordance with the present ^"^^f . ^^^^^ i^ animals by stimulating the bodies of 

for the inhibition and treatment of ^'"yl°^'^°^^^^^\f " -nity for advanced glycosylation 
such animals to increase their ^--^a";:^^^" f ^^^J as monocytes, macrophages and/or 
endproducts. In particular, phagocytic cells sug as m^^ phagocytic cells to 

S^r^fs^thefr^Ltlvi^rof 'e:ofni^^^^^^^^^ reLving AGE-modified pla^ues. 

/-^ Detailed Dpscription Text (42): ^„^„i„e one or more stimulator compounds in turn, 

r Thi^PStF^T^fe-^rii^ inv^^ endproduct alone or bound to a 

comprising a natural or synthetic ^^vancea S^Y ^ carbohydrates, proteins 

carrier, said carrier including ^."^^"^^^i^^e natural and synthetic resins, antigens, 
1 synthetic polypeptides, l^P^^s, bio-compatible natur J advanced 

and mixtures thereof. The ^^imulator compounds ^^^^^^ion between sugars and 

glycosylation endproducts that rt«y 1^^, P^^P^^^^^^^^^^ phagocytic cells to increase their 
other Lcromolecules, -^<^ ^"^"^'^^"^^ "^^"^dSroduc^^^ No. 4,900,747, issued 

activity toward advanced f°oorporated herein by reference in its 

1 Feb. 13, 1990 to Viassara et al., which ^^J-"^°^P comprise the compound FFI bound to 
entirety) . Accordingly, . the stimulator --P^^^ J^^.^Hompound may comprise a 
a protein such as albumin, alternately, the scim prepared, for example, 

synthetically derived advanced fy^°fl^^^°"^S °ith albumin. This reaction product 
/ b^ the reaction of glucose or 91^°°^^ '^ZPf "£^|ashiSn as the FFI-albumin complex. In 
Hp^e^ifif aSct,°th:"s5iLrat^ IHn^AGE,^ polypeptide. 
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may be practiced independently or con: ointlywxth stimulator compounds. For 

vivo treatment of the Ehaaocytxc cells to expose tn^^^^ treatment in which blood is 
example, a patient "^^y^e given an extracorporeal . ^ directed through a 

diverted out of the body from the arterial .^^"°^.gtL^latory agents which are 
device which contains stimulator ^^^P^^^^^^^J/^pha^oIy^ cells within the blood. The 
:^^:^^lr^ --S^ulL^S^S^t^^T^n^obilized or may be allowed 
to enter the flow of the body fluid. 

De^tailed Descript ion Text (47): i,^^r^^iH^Q a-rp useful for activating 

^'^r'^^'^il'^pSil^w^fcr^anln turn metabolize amyloid 
tissue phagocytic cells such ^P^^^^^ide ^ay have an amino secjuence identical 

depositi or plaques. Such an amyloid polypeptide may .^^^^^^ ^^^^ 

to^he native amino acid sequence ™ay be modi ^.^^ e^ar^ple, a 

additional sites for non-enzymatic SlY^^'^^^^ ^ lar or cationic residue) may be 

histidine, asparagine, or glutamme residue (i.e., a poia 
substituted with lysine. 

Detailed D escription Text (48) : modified amyloid polypeptide can activate 

AS noted above, administration J°^:^°^^^if f^^^.?^.^.>.c^ocytosinq amyloid. 

Detailed De scription Text (49) : AGE-neural amyloid 

In a further particular aspect, ^he AGE beta^AP or activation of neural 

polypeptides of this invention can be ^^^^^^f .^™the microglia to effect removal 
Phagocytic cells, in particular '"^^^°9l^^' ^° thus amyloid. Such phagocytic cells are 
It AGES an d/or AGE-modified polypeptides and thus a^^^ means of receptors on 
capable of recognizing and ^^"'^^^"g . structures and bind them. Once the 

their surfaces which recognize specific chemical ^Jructur internalize 

abnormal macromolecule is l-ll^lllfjj" .f^'l^^^^^^^ phagocytic cell may 

fAddit-rrecietrtn:^^^^^^^^^ 

njay resume. 

Detailed Description Text (50) : contemplates administration of AGE-amylin to 

^:i.?r°^;^th:^bod^ts :Srr ^iofmeS^sms to-rem^ve pancreatic ,m,l^ plaques or 



activate the body's absorption me 
fibrils associated with Type II diabetes. 

Detailed De scription Text (51) : ahagocytic cells can be activated by 

The present invention <^°ntemplates that the gaaocgi^ ^^^^^ ^^^^^ ^.^^ 

exposure to stimulator compounds '^'}^^P°5^"^^^^^„d capability to degrade, advanced 
respect to their recognition and affinity for, ^^^^^Pf ^ l^^^ ^3^1^ to certain 
glycosylation end products. P^^^^^^^^^^^^^^^X nu^er of receptors developed on 
stimulator compounds has been found ^° increase tnenump ^/these cells with 

these cells and to thereby increase ^he capacity and eft icieny ^^^products. Thus, 

respect to the -cognition and ^^^^^f ^^^^.^^J^^rof^Se pLsent invention can 
^unct-oraS- rt?:u^;t?r^i9u^nr£ — L^^e^l, f.r^fs^ed May 13, 

^^Z'.Tsfo.'^fClT.u^^^^^^^^^ an^d-c^pending U.S. application Ser. No. 

07/878,837, filed May 5, 1992). 

lirrlsll.^'Tr.'^^^ln^^^^^^ the recognition and 

removal of i^yS^ that has undergone advanced glycosylation. 

Detailed D escription Text (53): r,T-esentlv manifests the symptoms of a disease 
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J- V, nresent invention contemplates modifying 

neurodegeneration or adult °nset diabetes the present x .^^^^^^^ availability 

the amyloid plaques to increase the level of „f recognition and removal of 

of thTpiiues as targets for degradation by the pathw I For example 

AGE-modified molecules, P^^'^^^^^^^^^ and Thiof lavi n^ ( see Caug hey et al - , U.S. Pat. 
amyloid targeting agents, l^^e Congo Red and Thiot ^^^^^^ j^y reference in its 

No 5,2 76,059, issued Jan. 4, 1994, which is "^re y ^^^^^^^t^ate affinity for 

entirky), including derivatives , ^l^^'^^GE precursors (hereinafter, both AGE 
binding amyloid, can be ^^^ified to bear AGEs or A^u P ^..^ified targeting agents) 

and AgI precursor ">°dified targeting agents are termed ^^yiojd deposits. The 

^t^uSSe^^rSi^^l^vini ^Tnf cS^ f^^'^H below: .#STK4M 

riRtalled De i^nription Text (54) : i„v.iition can be administered via any route, 

J"^r:S4'':"re^efrAS?ror5^'pt=rue;'i«==i"ed„itK neurodegenerative 

disease . 

Detailed Des cription Text (55) = ,„dori compound, can be conjugated to the amyloid 

Any AGE or AGE precursoi ^^^^^^^^^^ ^^^f ^evel o? AGE modification of amyloid . 
SSU-orrch^AGEr^r-GE^^^^^^^^^^^^^ are ,.,.a, 

infra, to form AGE-Thioflavin . J^/^f ^^Lme I, as follows: #ttSTR5## 

with an Amadori compound, e.g., as outiinea 

Detailed Description Text (56) : ^ Amadori compound to amyloid plaques and 

f!^;S^']r^^ STndS^ SlL™3o -.^diated g t.e J»dori Pr^^^^^ jn 
S!S'd^?iirSS£ ^ ?n;rllS?i^ta!J.^«ro^'4"- ^ P..,ue or 

fibril by local or recruited phagocytic cells. 

D etailed D escription Text (57) : =,Hm-i r,n «,tered to an individual with AD in order 

irr^^uelvS "»fc^S^i"r°L'o^^iti^ipreS'^nLvte. or botH, and taciiit.tee 
removal of the amyloid . 

Detailed De scription Text (58) : AGE-Conqo Red can be administered to an 

In another specific embodiment, AGE-TF or AGE Congo^ amvlin -amyloid plaques 

individual with Type II diabetes -^^-/^^^^^^^^"Se L^if icaLon^T^^ 
in^r^ifef tS1i^.Sihiod^of S^^^^ or recruited ph^S^ -lis, and 

facilitates removal of the amyloid. 

Detailed Descr iption Text (59) : AGE-TF or AGE-Congo Red, 

ii^ ectiveneL ot an A GE bearing targeting agent suc^ amyloid" This 

can be tested in vitro and in vivo ^"^^^^^/^^g^^ ation of the targeting agent and 

AGE modification may be n°"-°^alent through the ass^^ precursor for 

amyloid, or covalent due to ^he inherent reactivity polypeptide .beta.AP and 

sites on the amyloid . In the following ^^amples, the^^ P^^yi^^^.^^^^_ However, the 
the amyloid targeting agent Thioflavin (TF) are descriD ^ith any 

presiHTdliclosure contemplates P^^^°™^^ . °\^J^3t!ng agent, and is not intended to 
amyloid model system and any amyloid-specif ic targeting ag 
be limited to the following examples. 

Detailed De scription Text (60) : , ability of AGE-TF to AGE modify 

An in vitro assay can be used to determine ^he abiii y incubated with 

insoluble or aggregated -^^fa-APo-amylin^ For example^ insoluble or aggregated 

insoluble .beta AP o?;,^'^^^!""^,^^ modification can be determined, e.g., by ELISA 
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1 .r,n^ of the AGE-modified insoluble .beta.AP can be 

n^tailed Des cription Text (61): ^,„take bv phago cytic cells can be evaluated with a 

involvement o f AGE -receptor -mediated "P^^^^^y /^^g^iled .beta.AP (e.g., .sup. 125 
standard binding assay, ^^^^^^ Sown in the art, such as are discussed below, 

I-. beta.AP, although tF a^one (control), and incubated with 

can be used) is contacted ^^^'^.^^ J^^^^^e of increasing concentrations of cold 
about 10. sup. 6 cells per well in presence oti^^ .geta.AP or amylin bound in 
AGE-BSA as a standard competitor. . T^^, to the amount in the presence of 

the absence of competing ^f-^f^^ "standard methods can then be used to derive the 
different concentrations of ^GE-BSA Standara m amyloid binding sites on the 

Detailed Des cription Text (63): assays to demonstrate AGE modification 

The invention also -"^^^^'I'Pl^^^^'^^Tf or AGE-Songo Red can be administered to fetr^le 
of amyloid . In one embodiment, ^GE TF or At.b ^o g kidney within about 

SyrTi^sters, which develop amyloidosis in the li ; P^^^^^^ ^^^^ , ,ale 
one year after bi^^h ^resulting in a much ^hor and in which 

hamsters; see Coe and ^^SB, Clin ^^^^^^ ^^^^ amyloidosis. To determine 

administration of diethylstilbestrol (DES) acceler ^^^^^ hamsters 

the effect of AGE-TF or ^^E-Congo Red a group (n 4 [^^raperitoneal injections of 

treated with DES at 3 ^.f.^^^^/^^E-Congo Red in an appropriate carrier, such as 

about 0.1 to about 1 mg of AGE-TF ^ , Control animals receive 

buffered saline, per week for varying P^"°f ^onqo Red alone. The presence and level 

injections of the carrier, AGE ^1°"^' ^^^^f ° testld by the tissue squash method (Coe 
of^AGE-modification of ^mgoid deposits can be t^ 

S?irs^;f"";/e.r!-l':onti:^2^^^^^^^ and 4 months. 
J^^lSf^^fl^^ on ^ce o^hamsters^i^^^^^^^ 

intraperitoneally or i'^tracranially with scrapie^ AD the animals can be 

preferably 1 month to about 6 months, after ^"^^^^i ^.^^ irxtraperitoneal or 

Leated with AGE-TF or AGE-Congo f^, e.g weekly AGE-Congo Red. Tissue 

intracranial injections. of about 0.1 about 1 mg .^^^eal infection, brain for 

samples or sections of affected ^^P^f " ^^^.^f of "^a^^ in spleen or brain can 

intracranial infection) can be obtained. . ^^^^ P^ ,f ,„„v, • _z;5i^^ or by ELISA with 

be d^t^cted histologically or i™SrSi IciSn S th: tf ssue Ln be^detected 
an anti-PrP antibody) . The level of AGE -^^^-^^\,,i.;,OE-RNase antibody as described 
immunohistologically or by ELlbA, e.g., a 



herein . 



D etailed De scription Text (65) : . , ^s rats, or mice that are genetically 

such an experiment can also performed ^ °ats r ^^^^ ^ „,onth to 12 

predisposed or treated to develop a ^YPe II ^^^^^e ^^^^^^ ^^^^ animals can be 

months, preferably 1 month to about 6 months atter ^.^^ intraperitoneal or 

treated with AGE-TF or ^GE-Congo Red e^g^^ weekly ^^^^^^^^^ tissue 

intravenous injections of about 0 . 1 to ^^out i mg ^ cells, can be 

samples or sections of P-"=^^f '. P^^^^^^'^^^^^ed his^Sogically or immunochemically 
obtained. The presence °fM!Zl£i| --^^e detected hi f.^^^.^^ ^^e tissue can be 

(immunohistologically or by ELISA)^ ^he level o anti-AGE-RNase antibody, as 



immunohistoxogxi.dj.j.y 

detected immunohistologically or by ELISA, e.g. 
described herein. 



Detailed De scription Text (66) : ^mvloid in inducing removal of the amyloid can 

The effectiveness ot AGE modification of amyloid in ^^^^ ^ tissues and comparing that 
be determined by detecting the amount of amzloi| in affected ti ^^^^ ^^^.^^ing to 
amount to the amount in '^^'^trol animals after --"°^^^P^^^ ^^^^ treatment can involve 
this aspect of the invention, the time course P^^h gy ^g^.^^dified amyloid , 

amyloidosis, AGE-modif ication "^ /'jl'y^^^f ^^f^/iGE modification of the amyloid will 
Thus, the presence of amj^oid ^^^f^f ^^J^^f „hlch the sample is obtained for testing. 
tTltZ\lTrsTiln bf feadSj Sererrn^rbfobtaining and assaying samples at various 
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times . 

monitoring the course of a d^^^^^,^°^/the level or amount of an AGE^amYloid 

^^m^^^^mr^Aoiv »y b. followed ji"«iL'tLr"2.ird'-"^s"trs " 

MSrnatlly, AGES can be u.ed to raiee """f "9,P*""'"or the pcesenoe and amount o£ 
^SyTe^Shelea ana j»-^-^,-rt;e''ati™ o? ^Sfhost «ro/.hlch th. medium wae 

AGES therein, and to thereby ass^t. 
drawn . 

Detailed DescriptionJText (73): would bind to AGE -amyloid 

t.rr.i-h^t±c AGE-. beta. AP or AGE-amylm derivai^iv^ . qlucose-6phosphate {G-6-PJ , 

Hhr^ihS-rdM^^^^^^^^^ 

and other biochemicals such ^^^'^^^^'^^^^^'^^^i^ewise, enzymes and other carriers that 
Se=rad-nfe?^^^^^^^^^^ ZlX^r^^^ 

sesame ;ay L reacted with -9^^^^°^^^^ present Lagnostic methods are 
may thereby be --^-If^S^f^^LrSoing" materials within their scope, 
intended to contemplate all ot tne 1.0 a a 

Detailed DescriptionJISZSS: ^'^'^^ ' . . ^ t-o extend to anti-AGE antibodies and to 

?he term "AGE binding par tners" is ^"^^^^^^^^^ f f^f agEs, which AGEs may be found on 
oSer cellular AGE ^i^f f-teins or receptors^for ,A ^'^^^^^ , an anti-AGE^ntibod^ 

rSit^s^andls^l^^^d ^hSrom for use as contemplated herein. 

preferrerare peroxidase, -^eta. -glucuronidase ^^^f ^^^^^ . ^^^^^ hexokinase plus 
^beta.-D-galactosidase, ^^^f^^' S^HlLlinf phosphatase, NAD oxidoreductase plus 
rPDase RNAse, glucose oxidase plus alkaline pn ^ carboxylase, aspartate 

luctfe^aS^ Pholphofructokinase plus P^-f Ld alkaline phosphatase 

iminotransfe?ase Pl-^S°'f sir'srand loi6?04nre r;ferred to by way of example 
US Pat. Nos. 3,654,090; ^ , 850 , 752 , ana ^ , u ' ^ methods. A particular 

for' their disclosure -f^f-^^^^i^S^i^i^^aSSx P-P-^^ ^ ^oats and conjugated 

r.icS;g^mat:ri:f i; Si-raSt'S P-P-- ^ 
fluoresclin through an isothiocyanate . 
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qlvcosylation in amyloid plaques ^^^^ .^^^^^^^""^"^^"ber of useful procedures are known. 
fr^c^dLes applicibtTTo such determxnat^ ^.^^^^ P ^^iS^ 

Three such procedures which are especially Ab.sub.l labeled with a 

polypeptide labeled with a ^^^^f ^"^^^^^ii^X^^llH detectable label. The procedures 
Lt^table label, or antibody f -^^'^ those skilled in the art and accordingly may 
and their application are all ^^"^^^^^^3^°^^ invention. An example of a "competitive" 
be utilized within the scope of the P^e^^^^^^^'^ogg „d 3,850.752. An example of a 
procedure is described in U. S . Pat . Nos. 3 , 654 , 090 and 3, 4,016, 043. Still 

:rhefrro:err::rr:'kn:w^^:s^ - — 

antibody{ies) or binding partners and one "^^mber or desired, the amount 

react with Ab.sub.l. This is f" anoth er species as an antigen to raise the 

which Ab.sub.l was raised has been ^^^"^^^^ "'^"H^ in rabbits and Ab. sub. 2 may be 
ie^n^:S-^siSVra£rAf arin^Sgin. Ab.sub.2 therefore would be 
anti-rabbit antibody raised in goats. 

-^^^^ff^^Jy'l'^\r.^^^^^ for the demonstration of AGE,am^ 
polypeptide in a sample, comprising: 

Detailed Description Text (87) : labeled immunochemically reactive component 

S^tlllf^^r^^ °^ AGE,am^ polypeptide or an AGB 

binding partner to a detectable label; 

Detailed Des cription Text (94) : comprise the solid substrate with 

By example, a solid phase ^^^^^/l^^^^^ "^GE-amyLid polypeptide or bound AGE-amyloid 
either bound binding partner and labeled AGE amyioia p placed m 

Jo^^eptide and labeled binding Partner^ A ^^.^^.^Sction between the labeled 

LnSc? with the bound and unbound reagent. A ^^^^ ,ause the retention of 

material and any ^"l-^eled binding P^^^^f ^^i^^^^bstrate, whereupon it can be 
a dependent quantity of the ^°y^^^°%^e foregoing explanation of a particular 
precisely quantitatively ^^entified^ The toregoi 9 P illustration only, m 

competitive assay system is P---f ^-^ein f or purp invention.. It is to be 

^n^^r^sSf thit^^LTr^rnt^I^^^^^^^^ Tn^^mpfates a variety of diagnostic protocols 
within its spirit and scope. 

Detailed Des cription Text (95) : described in Makita et al . (1992, 

In a preferred aspect °t^he invention, the AGE a Y determine the amount of 

J. Biol. Chem. 267:5133-38) is "J^J^^^^^^^^f 3'^ample that contains amyloid or the 
iSoUi^G^-.betaTp? iGE^icia^pif protein! or AGE-amylin present in a sample. 

Detailed De scription Text (96) : reactive with AGEs are used to detect 

compared to normal individuals. 

Detailed De scription Text (97) : p p ^^he scrapie or prion protein; e.g., 

In another specific embodiment, antibodies to K 
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. ^ 1 f;i -Tfiaa-3693) and an tibodies to AGE can be used to show 
Kascsak et al . , 1987 J. ^^^^^^f :f f J^^ue samp le. For ex ample, brain sections from 
co-localization of f ^^^/P^^^P^^.^^i^ be iZnohistochemically stained with rabbxt 

hamsters or mice infected ^ ^^ntrol anti-RNase. In scrapie (a subacute 

^^^^^^ - 

AGES co-localize in the amyloid of these lesions. 

npr ailed Description Text (100) : 
Age -amyloid in Alzheimer's Disease 

Detailed D escription Text (101) : decosits of aggregated -beta. -amyloid 

Alzheimer's disease (AU) is characterized by deposits otgg g ^^^^^^^^^tion-dependent 
peptide (.beta.AP) in the ^rain and cerebrovasculat^^^^ synthetic .beta.AP 

Lg period during in vitro ^^^^f ^/.^i^^^'itu^al amyloid and are measurable by 

slowly form fibrillar aggregates ^hat resemble na I ^ soluble .beta.AP in 

sedimentation or ^hioflavin^T-based fluoresc^^^^ pre -aggregated 

these in vitro assays is enhanced by ^^^^^^^f^ -. ^ prepared herein using a 

■ beta. -amyloid "seed" material. These seeds have ^^^^ ^^^^^?^ / resulting in the 

naturall/s^rring reaction ^etween glucose and protein^a^^^ crosslink 
formation of advanced gly=°^yl^tion endproductsJA^^s^ accelerated aggregation of 

proteins. AGE-modified -S^^- J^-;;^^^;?^^,r..sS" ^iteSl^er time, nonenzymatic 
soluble .beta.AP compared to non-modified ^eea ^ .^^ ^ set of 

advanced glycosylation also results in gradual accumuia ^ 
post-translational ^^^^l^S^^f^^^^/^J^^^ ived protein ^^.^^ ^^^^ ^^^^^ 

standardized competitive ELISA assay, plaque ^^^^^ in like preparations 

contain about 3-fold more ^GE adducts per ^9 Protein than ^.^^ half-life 

from healthy, age-matched ^^'^f^i^.^^'^^^^Jtinq in greater accumulation of AGE 
^Li^!^:tlS^ich ?n1rn1an\J?'trrro^o?! accLulation of additional 

is slow and becomes most "^^able with increasing ^^.^^ ^ ambient 

Along with time and the availability ^^^^^^P^^Jon Thus, quantitative analysis of 
glucose is the other major determinant of AGE forn^tion^Thq ^^^^^^^.^^^ glycemic 

the degree of AGE modification of a ^^^f^? /^^J^^^^fP^ • . It was found that 

conditions yields an index °f the protein s half l^^e in 3.f„ld more 

plaque-enriched fractions isolated from AD brain samples ^°^tai ^ ^^^^^ ^^^^^^^ 

KgE modifications than did comparable ^Jjf J^^^^P^^P^jf j^, ?hat amyloid components 
brains, ^'^S/J^^, -^^^^-^^ J^ i^ a^so supported by studies tha^iii^iSHstrated the 

Detailed De scription Text (118): increased numbers and amount of amyloid 

AD is characterized by P^^S^^^^^^^'^^^^^^'^tro^s WhUe a causal relationship between 
plaques compared to healthy age-matched controls^ While a ^^^^^1 ^nset of 

increased dementia and plaque nurrfcers has not been proven ^he g ^^^^ 
symptoms appears to P-fll-^^he progressive depos^ ^.^^ 
vitro studies, it is -l^^^^^^at l^^llimolar c^^^ following a 

spontaneously aggregate into fibrillar |S^i^ . ^he requirement for nucleus 

c.lcul.tio„. that .ho. » iPP " • =f fi'" '||;,°Li™ce 259,514-516, Citron 

..«. .s in .ge-n«t=hed controls lOo..". " ^^^^'i/°°„„Mr.tio„-depe„d»t 

Shoji et .1., 1992, Scieno. 25»:126. "'l • the^'^J ""^ j .jSV^oid formed .nd deposited, 

'^ltl'lf^'iT.%.T.T.o tl '£'11^' ^^-ife 1. not Observed end » 
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^ ^ ;,aareaated .beta.AP than their non-diseased 

brains form substantially ">°^%5^P°^^^%°^^Sed amount of amyloid present in afflicted 
counterparts, then it -PPf ^^^^^at the increased am^^^^.^^^_X__^^^ aggregation than 
brain tissue results, at least in pare, irom 
occurs in healthy brain parenchyma. 

Detailed De scription Text (^24): inHection with a strain of hamster-adapted 

Hamsters were infected by ^"'^^^'^^^f ^^i,3^ers were sacrificed, the brains sectioned, and 
murine scrapie. After 300 ^ays, the hamsters were ^^^^ ^^^^^^^ „ith 70% 

the sections fixed on microscope J^^^ ^ere then reacted with rabbit 

formic acid for 10 minutes and ^^^^ed^Jhe slides wer ^^^^^^ 

antisera specific for RNase (control ' P"°\^tisera, as described in Makita 

1987, J. Virol. 61:3688-93), and AGE (anti -AGE RNase antis^^_^^^^^ ^^^^ 

et al., 1992, J- Biol. Chem. 267:5133^38^ Each serum ^^^^^^ overnight at 4. degree. 

--p^S:Lf^rL^c^L^^:i- 

D etailed D escription Text (125) : histological slides show 

The results of this experiment ^he anti-PrP Intiserum (FIG. 6B) . PrP 

regions of PrP-associated Pl-?"-, ^^^^3^^^ ^he inSctSL agent, and that is 

is the purified scrapie P^°tein that acts as the i anti-AGE antiserum 

Tererifef agSsf^ar^irLco^ a,^ plagues. A control antiserum 

^antl-Sase) did not react with the histological samples. 

Detailed Hescri ption Text (126) : amvloid plaques that are 

iiiTTiinits ij;dicate that the ^^^s are present in |gl|g^q ^^^^^^ 

characteristic of spongiform encephalopathy^ As the scr p _^_ 

~SllSe"a: ^S:^r^tL^SrS^:o^dIfie^ soluble PrP or the^^ 
plaque itself, or by both mechanisms. 

De tailed Descripti on Text (142): „^,qHfH<»rf Thiof lavin-T, to which an Amadori 

The pr..e„t ExaJipl^ ^^J' J^Sei "th b^" W i° vitro ^ This 

Thiof lavin-T for targeting to amyloid deposits. 

Detailed De scription Text (143): ^^nloved in this assay. Soluble .beta . -amyloid 

A preparation ot Compound 8, supra was employed in Compound 8 or 

peptide was allowed to ^99regate in the presence op P ^ ^ The samples 

dithionitrobenzene and various =°™P°™, ^^f^^^^^^rspecif ic association of a 
containing dithionitrobenzene are controls for "°^/P^^^5^°^ peptide. An additional 
chromophoric small molecule with precipitated^beta^^^i£id p p^^^. ^ compounds, but 
control sample ---^--^llf^.^^^l^^^^^^ the tubes were centrifuged 

lacking . beta . -amyloid peptide. ^^^^^ °'^^''"?;|"g^pernatant removed and added to a 
at 15, 000. times. g for 30 minutes half of the supernatan obtained. In 

cuvette, and the absorbance spectrum ^^^^^^Pf ^^^^^qq^egated sedimentable 
the absence of an association ^^^^^^^ ^^"'P^""^^' ^^^cuS^ compound 8, which has an 

.beta. -amyloid components of the ^SS^^ff ^^^^^Y ^^^f ^^p^^^^tant and its presence and 
absorbiRce maximum at about 350 nm, will ^" association of Compound 8 with 

concentration can be readily ^Jjjf decreased absorbance at 350 nm. 

^^r^^ - -^I^nre^^tl5ni^n icate^ 

expected, since the compound should remain soluble. 

Detailed D escription Text (144) : supernatant solution containing 

FIG. 7A shows that the absorbance at ^^^eptide present in the solution was 

Compound 8 is reduced when fibrillar -"^^^^--fi^lfijtinq (FIG 7B) . In contrast, the 
pelleted, compared ^o the absorbance prior to pelleting (FIG^ aggregated 

;T.lf^:iX^^^^^^ 8-^i:ifically associates with 

insoluble, aggregated .beta. -amyloid peptide deposits. 
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nPRnription Text (146) : 
Aqe -Amyloid in Type IL Diabetes 

Detailed Des cription Text (147) : , .^s of aggregated amylin peptide in the 

Type II diabetes is characterized ^y deposits o gy a ,^ ^.^^^ incubations, 

p^creas. After a —-'^--^J-^^^TfP^^ttn slowly fibrillar aggregates that resernble 

soluble preparations of ^Yf^etic amylin slowly n^easurable by 

natural amyloid (Lorenzo et ■ IflTnlBnce under polarized light (Eraser et al , 

electro n micros copy or by Congo Red l^^^^^^^^^ence un ^ ^^^^3 in vitro assays 

X^ll'^Biophys. ^•^0-"^^,^^°^i,,S^^^:^^:Ll ^miunt: Tpre -aggregated amylin "seed- 
is expected to be enhanced by herein using a naturally occurring 
material. These seeds have also been P^^P^^^^^^^^ resulting in the formation of 
reaction between glucose and P^°^f"^^^^\^i°h chemically crosslink proteins, 
advanced glycosylation ^"<^P^°f^!"s are expected to further accelerate aggregation of 
AGE-modified amylin-nucleation ^^^^^.^^^4^^^" material. Over time, nonenzymatic 
soluble amylin compared to non-modified ^^ed m ^^^li^, and may occur 
advanced glycosylation, «hich is likely to occur y^^ ^ post-translational 
at arginine-10, also results J;^tIZ in\lTo . Using a standardized competitive ELISA 
covalent adducts on long-lived P^°t^^"^^^2 „t cells are expected to be found to 
asLv plaque fractions of Type II P^"=^ff ^'',';,^;f like preparations from healthy, 
contaln'^iore AGE adducts per mg P-f-^.^^an found in l^J^-.^X^lf-lit. of amylin is 
age-matched controls. These f^^i^^^^^^J'tn greater accumulation of AGE modifications, 
^whi^if tirn^an i^t^toTro^^trac^c^mufatio^n of additional 

amino acid human or cat -l-^^^f^^P^'^lachem (Torrance, Llif.) or Peninsula 
synthesis or from a commercial ' ^^^^^^^ ^ th sub-millimolar amylin 

Laboratories. Quantitative aggregate « ^^^^^^^^^^^^^ LeVine (1992, Protein Science 
concentrations imy be detected using ^he procedur ^ Thioflavin-T 

2:404-410). Briefly, fl^°^«^<=^;^^^,fbuffe?^^^ can be measured upon excitation at 

(Aldrich)/50 irM potassium Ph°=Phate buffer pti , ^ ^^^^^.^ ^^^^^ LS-50B 

450. + -.5 nm, and detection of birefringence under polarized light can be 

spectrofluorimeter. Alternatively, Congo ^^^^^^^^^^^^^ ,,,,nts of pre-formed 
used to detect aggregation ^^raser et al supra) ^^^^^ ^ aggregation 
aqqreqates or "nucleation seeds" are added 
tnitilted, e.g., with 0. IM sodium acetate. 

Detailed Des cription Text (152) ■ Aliquots of pancreas containing amyloid 

Measurement ot AGKs wiLh Competitive ELISA^ II diabetes are resuspended in 2% sodium 
fibrils from patients with and ^^^^^out Type II d ^^^^^^ homogenized. The 

dodecylsulfate (SDS)/0.1M beta -mercaptoethanoi^^^ 10 , 000 . times . g for 10 

homogenate is boiled for 10 minutes and JJf ^^^J^ing pellets washed three times with 
minules. Supernatants are ^-P^^^^^fs^hif crude plaque fraction may be further washed 
PBS at 10, 000. times, g for 10 minutes This ™^ P^^^^ease digestion. PBS -washed 
twice with 4M urea /--|3-°^^/^5%'Ko^fina:e^K (Boehrin|er Mannheim) , digested 
pellets are resuspended in PBS °.J;^^ivated at 75. degree. C. for 3 hours, 

overnight at 37. degree. C. and heat ^"^^^^^^f ^aque- containing pellet fractions are 
Quadruplicate aliquots of different amounts °J P^^^^^^a et al . , 1992, J. Biol. Chem. 
assayed for AGE content using a competitive ELISA ^"^"^^ hav±ne serum albumin 

267:ifi3-38), against B^-^-^^i-^J^^^^^f ^the SndSd'c^^ve should be included in 
(AGE-BSA) . Only values in the linear range 
the analyses. 

Detailed Des cription Text (153): fibril extracts can be prepared as described 

Alternatively, tissue samples or amyloid fibril extr^ i40:827-831; Westermark et 
(Westermark et al . , 1986, Biochem. Biophys^ Res^ Comm ^^^^^ 
al., 1987, Proc. Natl. Acad. USA 84_^3881 85, W , _ 34 : 8628 -32 ) . 

Physiol. 127:414-417; Cooper et al . , 1987, Proc. « 

Detailed Des cription Text U^e) : AGE-amyloid seed comprising AGE-modified 

This experiment is expected to show that an AGE^_^ ^^^^^^^ AGE-amylin is 

amylin will increase the rate of amylin ^Sf^^ff ^° i^^. These results will indicate 
expected to aggregate more l^^^f ^^an ^If^l ^o .beta.AP aggregation in 

S:h;im:r^rdrs::se;\onaif i^atforif^aSl^ Plays a role in pathogenic amyloidosis 
associated with Type II diabetes. 
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CLAIMS : 



X. A.ethod for enhancing , removal of |^^-^^^ 

afflicted with - developing a dxsea^^ ^^^^^^^^^ conjugated wxth 

^dv^nreHl^Xirtiorendproducts (AGEs) or AGE precursors. 

S A pharmaceutical composition comprising the AGE.^^ polypeptide of claim 5 and a 
pharmaceutically acceptable carrier. 

1 P =m,^ioHrf from tissue of a mammal comprising an 
7. An agent for enhancing ^ J^osylation endproducts (AGEs) or 

amyloid targeting agent '^^"^^a^f J/^^^^^^q'^aqent is selected from the group 
AGE pre cursors wherein said amyloid targeting agent is 
consisting of Congo Red and thioflavin. 
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^;'terocolitica --^ype 08 by macrophage^ ^^^^ Heesemann J 
Roggenkamp A; Leitritz L; Sing A^ Kemp Microbiology, Ludwig 
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Maximilians university Munich, Germany.. gy 



CY 
DT 

LA English 

PS Priority Journals 

EM 200005 

pn Entered STN: 20000525 

Last updated on STN: 20000525 



Entered Medline: JOOoo^^B ^^^^^^^ 

Phagocytosis ^^^^^^^''^^^^ ^ev feature of pathogenic 
opsonizing antibodxes is a ^lUf against the secreted V 

Yersinia spp . Nevertheless antxbodxes ag ^^^^^ ^.ediate 

antigen and the outer "'^f ^^^^ P"°^^^3erotype 08 in a mouse model with 
^rotlction against Y. -f^^°^°iiJ"!te the impact of anti-V antigen serum 
Ltravenous infection. To ^"^^^^^ifJ^J^f ^nHhagocytic cells, gentamicin 
on the interaction of Y. ^^^erocolitica and p g ^ contrast to 

kill assays and ^ ^-/J^^Sgen-Ipecffi: antibodies resulted in an 

anti-YadA, the presence ^^^/^^'^^^^A s. The inhibition of 
increased uptake of V^f ^^^%^^^^^^essed the anti-V antigen-mediated 
phagocytosis by cytochalasin ^ suppressed '^°^^''^'''^f ,he 

notake The uptake-promoting effect o^^n ^he findings of the 

ffr macrophages than for P^^J^-P^^^ljf :roroga:tric infection -del were 
passive immunization -^P"^^^;j!^^'ii^L experiments. In the first 3 days 
in agreement with those of ^^^^^'^^^^^^^.-tective effect on the 
of infection both antisera exhibit no P-^-?f ^.^^^^ . only mice passively 
^multiplication of the ^^-f^i^i-^/i^y^rthal oral infections with Y. 
iiranunized with anti-V ^^^^igen surv ^^^^^^^ ^^pp^^^t the 

enterocolitica serotype • Taken toge , translocation apparatus and 
assumption that V ^^^igen might be part of addition, antisera 

that anti-V antigen inhibits the Yop «an generated. Protection 

against in-frame-deleted --f/^^f^gL^ed ?hat the ?ype-specif ic region 
e'xperiments -i-g2^35-:/;r/J^Ltiger might not be a protective epitope, 
{amino acids 225-232) ox 
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Entered Medline: 20000613 infections caused by Klebsiella spp. has 

The high mortality of nosocomial ^"^^^"""^^^.^ic approaches targeted 
'acted as a stimulus to develop ^othe.ap 

against surface molecules of ^hese bacteri ^^tisera, we tested the 

antibodies may add to the P^^^ective effect ^lonoclonal 
functional and binding ^^P^^^^^y of 0 antigen p ^ antigens. The MAbs 

antibodies (MAbs) raised ^^^^^^^^J^f f ^^^".ide partial antigens D-galactan 
tested were specific for the °-Ph w/S-5) or core oligosaccharide (MAb 
II {MAb Ru-01), D-galactan I (MAb 1^/4 5), or c ^^.^.^^^^ 
V/9-5) of the Klebsiella serogroup 01 antigen in Y-^^^ recognized 

irmnunosorbent assay binding ^^P^^^.^^f ° ; however, binding to 

their epitopes on i^^act capsule-free bacter,^^^^^ K-antigen serotypes 
encapsulated -^^-type strains ^elongxng t strongest 

was ^^^^Ji^"^^ the K7 ^"^21 antigens allowed some, 
penetration Carrier, w^ii ^^^ro phagocytic 

though diminished, ^^^^''^^y. ^^'^''J^ r^-OI possessed significant 
killing experiments showed ^hat MAb Ru p strains and 

opsonizing activity for -^-fJ^^f^^^^^J^psulated strains belonging to the 
oi^K^ rnd^T-^l^re-tyS-^fo/^n^^^^^^^ 

^L:fora^rcLrg:nr^^^^^^^^^^^ ^— 

both K- and 0-antigen specificities. 
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,1 Elow -yt-et^ic analysis of ^ig. -ac^^^^^_^P^^^^ individuals. 

membrane antigens in r^a r^^^^ud 0- Perraut R 
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Entered Medline: 19991004 pi^smodium falciparum 

^ J:S?;rizrd^ref bfoorceSf (rKBCs) represent potential targets for 
Trorec^i:: -i^oaies involved in^^^^^^^^^ 

?n the plasma of clinically ^^^^^^^^"^^^fs^f preexisting IgG 
ELISA. The plasmas were ^^^^^^ed on the basi^ P . ^ 

antibodies to pRBC '^^^^^"%^""°''tu^Sce of live pRBCs in flow cytometry, 
plasma sample IgG could bind surface of X P ^^^^^ ^^^^^ 

m addition, there was a ^^9"^^^^^"^^ "e^^ane ghost proteins or major 
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Entered Medline: 19991005 j^^^t defense to Cryptococcus 

B Cell-mediated immunity is critical studies and the prevalence 

neoformans as ^-^J^f ^^.^Lr^r^vi^s ftud^^f have established that 
of the infection m AIDS Patients. ^ virulence of C. neoformans 

the polysaccharide capsule contributes to cne ^^^^^al 

by suppressing ^^T'^t^s'th;? ifrhauL^k S cell-mediated i™ity. 
expansion of T lymphocytes that is ^ J^^^^^ ^^.^^ mechanism by 

The present studies were performed t° ^^entify tne capsular 
which polysaccharide impairs lymphocyte proliferati^^ T-lymphocyte 
polysaccharide has the potential to ^"j^^ ^lukin-lO (IL-10) , inhibiting 
responses by stimulating Production of ^^J^^^^J^^^ .^^eptors . We 
phagocytosis, and inducing Jjf .riimphocyte proliferation 
demonstrate that polysaccharide I'^'^^J^^^^I^P^^J ^^ich is crucial for 
predominantly by blocking uptake of neoformans, ^^^^ 

subsequent lymphocyte P^^l^^^^^^^^^.^^^jf proliferation via an 

^ = ^^^^^^^ 

polysaccharide can be enhanced '''f?"^!! cpscni antibodies 
Ltibodies or hu«a» serum, ="9gesting that antipolysacch.r^ 

^,ht enhance f •^^^-^„<'^^ri,S^h c"e ?h:K1tudies suppLt th. 
SeraSu?L'prt:ftiaro£"tLirtin/ceil-..diated i^unity to C. 
neoformans with anticapsular antibody. 
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Entered Medline: 19981106 antibodies occur in the course of 

B Changes in the quantity and ^^^^^J^^^f the physicocheiaical and 

an immune response. Thxs ^^XifrtSc antibodies as well as their functions, 
biological properties of ^Jf^^^^^^^^^^dLg to the nature of the antigen 
beneficial or harmful to the ^ost, accord g ^^^^^ antibodies have 

and the particular "^^"\i^h kO simil^ to that of symmetric 

two paratopes, one of high ^"^^J^^'/^f fixity for the antigen 100 times 
antibodies, and the other . ^^^^/J/f ^eJi^^indrance present in one of 

lower. Functional ^"^^^l^"^%^%fli°v attached to the Fd fragment of 
the paratopes by the carbohydrate moiety attach ^^^^ 

the Fab region, so these ^"^^^^^^^^J^trigger reactions, 
antibody-antigen complexes ^"^?ivity and 

such as complement fixation, phagocytic acriv y 

..io=>r-anc!e when asymmetric iq^ 
rtiroSi:~;ecific for ^^^^^.s. m anergic 

beneficial for the host by ^f^^^^^3^;^^;d especially during pregnancy, 
manifestations, in ^^^oimmune diseases and P ^^^^^^ 
despite the fact that the f^igens responsible pregnancy, the 

'I T.:.TslcrTJs '^ollclllTTr rac^orrSarregulLe the synthesis of 
?!;::rantiSdfe:! thus favoring fetal protection. 
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Entered Medline: 19980824 , hypersensitivity and 

certain immunopathologic ^^^^^^^^JJ^^^^^y qLnStative and/or qualitative 
autoimmune diseases, are characterize ^ \ ^hat such immunologic 

alterations of iiranune reactions. is now D regulation of 

disturbances generate -jf^He^ef ^f Se cLplex regulatory network 

immunologic reactivity. I'^P^^^^^^^^^f^T^^^tibodies themselves. Since 
that supervises an immune response are J^tibo ^^^.^^ ^^^^^ ^.^^ 

antibody ^^^liXf^^^^^^^^^^^ and^Fc portion. By Fab 

separate molecular struccurt.^ reaction with antigens, 

fragment, antibody ^^f"r,,:f,\2otyre/antiidiotype interactions, 
or participates m the "^^^^^^^^^^J^f . ^^^^e on complement activation 
Fc-mediated regulation --^l^^^^^^f^'^^^^e complexes, 
cascade, formation Hell function, cytokine 

phagocytosis, ADCC acrivx ^' triqqers immune reactions, 

profile, etc. In general, *f ^^^^^^^J^JJ^n,. Exogenous antibodies are 
but also has the capacity suppress^hem J Actually, it has 

likely to elicit similar f^^^^s on immune P ^^^^^^^^ particularly 

been f --^^^--^^/.r^Lefy^cXriLSriimune Response in some chronic 

iraraL^^nfrtolmmuL -^-^ (..J-^.^/re^conridrref as an 
immunoglobulins for intravenous use (IVIG) can ^^^^^^^^^g the immune 
immunomodulatory agent. To ^^^^^Y^ . ^" . ,73) igc molecule and maintain 



inimunomoauicn-uj.y ini-act 
response, IVIG products must contain intact 
sufficient concentrations in plasma. 
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Entered Medline: 19970508 ,„„h.„„ falciparum recombinant antigens 

B we have previously shown that ^^Jf^f^^.^jt Opsonization of infected red 
PfEB200, R23, and Pfi72 "^^^^i^ ^era, indicating that they 

blood cells by protective hYPer^ne ^axmrx s^ infected red blood 

present target epitopes .^"jJ/i^S response elicited in naive 

'cells, we report here -J^j;^^,^/J,2vi™recoilinant antigens or with 
sauirrel monkeys injected with the inaiviu -vnthetic 

immixture of the three antigens -^-^^^^^^,:i^53\:^:3^l5ated, there was no 

phagocytosis of infected ^ea ^^^^^^ ^y these 

increase of oP^^-i^'^^.^'^f^jtOf = 500^days) experience with 

antigens in ^^^^^-V^^;^^^^ ^^e reco^inant antigens were highly 
malaria infection. However, the rec | to P. falciparum and to 

in^unogej^c inducing specific ant^bo^Y^-^P^^^,^^, ,,,, the antigen 
the recombinant anrigent* . vmh^ix , , ^ , T^arA=;ites there was 

coordination were challenged with ^l^^^" knifed ^ni^als self-cured and 
substantial protection: three of ^^^^temia. Taken together with 

two others experienced J. ^f/^J^^^jf 3°;/e:r?hat PfEB200, R23, and Pfi72 
our previous findings, these ^^^^^^J^^^^ show that the presence of 

constitute interesting vaccine candidates and s ^^^^^ ^ 

iL;";ftLn with these antigens in the 

Saimiri model. 
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AB 



Kxperi.ental exposures ^sin, l..or.^^^^^^^^ 

gases derived from a two-cycle combustion engx , burden of 

— s^rafor, r.-erp-r e^^^ 

re.?W.^er.iS-^ - 
capacity of ^he puln>onary cleara^^^ ^ ^^^^^^ p.^duce 

have been examined. The ^ii^^^JJ^s r 

antibodies against sheep ^iml-interval of antibodies 

prolonged animals exposure ^^^^^^ the t.-e i ^^.^^^^^^ ,3 

production. PAM phagocytic f "^Jocytosis . The total serum 

well, in the first Phases of the ^RBC phagocyto ^.^^ 
complement level was found to be decreased in ^^^^ inhaled 

decreased hemolysins P^°^^!^^°^i,f J^^^ "anLy elevated in the animals 
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Entered Medline: 19961023 bacteria has been linked to host 

The ability of serum =°™Pl^^^"t to kill ^acteria 

resistance to Gram-negative bacteria. A mechanism ^^^^^^^ ^^^^ 

extracellular o^^^^^^^f /"""li^d^^^ij bacteremia would contribute to a 
infected phagocytic cells or during ^acterem ^^^^^ complement 

hosfs ability to resist ^^sease. In fact the abil y ^^^^^^^ ^^^^^^^ 
to kill bacteria has been linked disease resist ^^^^^ bacteria 

are Gram-negative intracellular pathogens^ ^euSilar and humoral inunune 
involves the coordinated activities of the ceilui ^^^^ 

systems. The existence of ^-^^'^'^^^^^^J^^i^f 3rbacterla can resist the 
established, and it has been ^^own that these bacter antibody, 
killing action of complement even ^^he presence of p_ ^^^^^^ 
Antibody is usually necessary for ^^"^Pl^"'^^^^ anomolous situation exists 
(Virulent) forms of f^-^f^^^^^f.^^r^Serf containing high titers of 
with some isolates of smooth B- ^^°^tus. ber diluted. In the 

specific antibody do not support killing unless they ^^^.^^^^ies. This 

bovine, this phenomenon is ^f^^^^^ed with IgGl and g ^^^^^^ antibody 
finding may account for the lack °f P^^^^^fi^'^t^haps wrongly, to the 



AB 



L2 
AN 
DN 
TI 



AU 
CS 

SO 

CY 
DT 
LA 
FS 
EM 
ED 



AB 



Avirulent (rough) forms of ^he organismwou^^ 

complement shortly after ^^^denHhagocytic cells. During the 

organism would survive and invade ^^^^^^f ^^^^^^^ ^^^id initiate an 
process of invasion -^.P^^^^^J^^^^^li^^^tuf organisms would be released 
iitonune response. With time some B abortus org ^^.^ process, the 

from infected phagocytic -1^-^^^^^,^^'^^ concentrations of IgG 

bacteria would encounter IgM ^"^'^^^^J. !"^diated killing, and infection 

antibody. These would "-^^/^P^^^^^^^'^if ^Is However, the 

would be restricted to resident P^^|»=yjj^i^^i^ intensified, and 

immune response to ^-^ abortus antxgenswould^b^^^^^,^^^ 

IgG antibody levels would increase. >^^'i killina of 

antibody do no support ^^-Pl^^JJ^-^^^^J^J^ w^Jld be opsonized by 

extracellular B. abortus, but the ^acteria woui ^^^^ ^creased 

antibody and complement component fragments, an 

phagocytosis of extracellular B ^^^^^^J/^f'JJ^h !evels of antibody would 
concomitant extension of disease because of hg ^^^^^ at 

s°fprin?^:::fdTe^^^^^^^^^^^ - 
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Streptococcus agalactiae of serotype ini/^ 

specific antibodies. 

Recherches de Tours, No^^il^^' 
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Journal; Article; {JOURNAL ARTICLE) 
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Priority Journals 
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Last Updated on STN: 19950217 

TTni-f^red Medline: 19950208 . , 

SrSuS; examined the role of -tibodirequInS; a fociated 
X-protein, a -^f^ce-localized antigen frequent^ opsonization 
with streptococci causing "lastitis ^^^^^^^ ^^^3 agalactiae. The 
and phagocytosis of "^^f ^^/^^^.^^"/nJ/X by flow cytometry, after 
analysis of various strains °f . ^"f JP^^p^^tein, revealed that they 
labeling with a monoclonal antibody P^^^^J'^' .^^ Cloning of 

consisted of a mixture of --Gained and stained bacteri ^^J^^^^^, 

xuothar strains yielded clones °f ^^"f ^^^^^^^J ,"an unstained clone (4.1) 

clones of stained bacteria. Analysis by eLISA of ^^^^^^ ^^^^ expressed 

derived from the reference ^T/K strain 24/ ^.^^^ ^^^^ ^^^^ 

low amount of X-protem at ^ts surface a ^^^^^^^^..^^ ^^owed the 

stained clone 24/60 5.6. ^olloiaai g ^^^^^ amount 

X-protein at the periphery J^^''^^^^ J°l ^^11 Bovine antibodies 

of clone 4.1), at a distance from the cell wall. B^^ antibody in the 

(essentially IgG) to X-protein ^^^^^^,^^^^^^1 pathway of complement as 
cytometric assay. They activated the classical patny^^^.^^ ^^^^ 
shown by the deposition of Clq and C4 °^^^acteria P ^^^^^^ 

occurred on the 1°--"^^ ^^^:P^°^^'^i"^3'tmciently than on the 

antibodies to X-protein, although less ^"^^^^^ ^ antibodies promoted the 

high-surface-producing -l°J^^^:J;^3^Sa;:ri™e serum promoted the 
ri^J^rcir^aJhrSrwrre^aCfSL^jfrttmSate^psonophagocytic killing 



of X-bearing S. agalactiae in the absence of deposited C3. 
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Entered Medline: 19941223 4.^^^,„,.o*-ibilitv antigens on phagocytes 

BACKGROUND: Antibodies against histocompatibility antig P^^^.^^ ^^^^ 

abrogate their Fc '^--^-^-^^^llll-'^^^^^^ in vivo, 

carried out to determine whether ^his phenomenon rabbits. Red 

^Sr^sen^^tifed^Sih ^t S^^rib^od^SlntrrnLized in vitro by rabbit 
fa Lytel^i^other allogenic^antibody specif c or .^^^^ ^^^^^^ 

fo=giri^^aS^^^^^ ar-^^^ 

expressing the corresponding MHCantxgens. Thereafter ^^^,^,^3 . 

i^,:; rffr - 1 . ..^r.. ^^^^^ 

rapid clearance of the cells (t/^ i- ; terminal slow clearance 

back into the =^^-1^^^ J^^/^^^^ that with unsensitized cells. Two 
which was, however, faster than ^hat wi recipient out of the 3 

independent experiments carried out - f ^ ^^me^r^^ P^ 

recipients analysed showed that tne P^i >,3if_iife of the sensitized 

MHC-alloantibodies extended f ^^^^^^^2 ^^5%° t/2 = 3 and 4 

red cells during the terminal phase fom/ 2^^^!^ Y^^ ^^^^^^^^ 

days, respectively. CONCLUSION J^t^^^^ y^^^ .^^^^ elimination of 

phagocytes can reduce the Fc gamma r p ^^^,,^^tion that many cases 

Tf-frbuf h::isrc;sreLrto 

SrP.-crt:;trdJrrR^1nt Sfa^^rtrketal MHC antigens. 
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Entered Medline: 19940809 ^^ecialized cellular defense mechanisms 

The human body P°s^^^^^\^t ■ can induce a number of immunologic 

that, when activated Pf f^^^^if^'t^^e /esponse, the following conditions 
disorders. For a normal cellular immun f ^^^^^^ their 

must be fulfilled: (1) accumulation of -^xte b ^^^^^ ^^^^ 
diapedesis through vessel walls of the ^^^^^^^ f^^^tions in the 

an injurious agent, and ^ ) normal celiu recently been shown to 

tissue. This cascade of 1™^°^^ ?^at are termed adhesion molecules 
be regulated by a 9^°"? °^ J^^^^'^^^electins, the immunoglobulin supergene 

ra:iry:-afd -tfgr-^^^^^^^^^^^^ 

and macrophages, P^^^f ^yf^^J/' tjuloc'es! antigen-presenting 

by monocytes, macrophages, and 9^=^nux y , cytotoxicity, 
function of macrophages ^heir antibody depend activation of 

initiation of a ^^^P-^^^ory burst white ^^^^^ ^^^^ 

fibroblasts. Studies performed in recent V function of 

pathogenetically relevant changes in the expre diseases. These 

adhesion molecules are ^"^olved in a varie y ^^^^^i^, macrophages in 

changes i-^-^VenLuHnduced bronchfal hyperreactivity in bronchial 
smokers, experimentally ^"^^^^^ . allergic rhinitis, , 

asthma, accumulation of ^°^^"°P';^^" "^Ji^ing of viruses and bacteria to 
bleomycin-induced P"!"'""^^^ . isms of acute damage to pulmonary 

respiratory mucosa, and -"^^^J^^^^^^^'^^^^Jelopment is still unclear, 
parenchyma. Though their role in tumor dev P ^he route and 

adhesion molecules ^^^^'^^f ^ji^^^^^ ^^^dies of the function of adhesion 
organotropism of ^^^^astases. Further ^tudi understanding of 
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Entered Medline: 19940802 Moraxella catarrhalis was determined m 

opsonic antibody J^JJ^^^dfa ^he antibody was 

sera from children "^^^ ^^^^iJ^iJ^ing outer membrane antigen 
determined with a new assay utilizing ^^^^ in 

-coated latex beads. Antigen-coated beads oi?son^^^<^ 
hraJ inactivated pooled human -/^ f f ^^!^?o 2 beads per 100 
beads per 100 neutrophils compared to 15.5 +/ 



neutrophils opsonized in ^y^^f^to^loTo^^^^^^^ chLdren with M. 

Antigen-coated beads opsonized ^>^^J°S^°^°^33;;"psonic activity in 
catarrhalis otitis media demonstrated i^^^^^^ ^^^^ ^^^^^ , 

rT5t^^?hese^drta's:g:e:t tfa^'lnrec^tion with M catarrhalis is associated 
with the development of opsonic antibody. 

L2 ANSWER 16 OF 39 MEDLINE ' 

AN 94089225 MEDLINE 

DN 94089225 PubMed ID: 8265200 -.. ;,<;sociated with virulence. 

TT K-antiaens in Porphyromonas gmgivalis are associacea wi 

i ZB^^^^^^^^'^^ ^LfreTof L^tistry ^sterdam 
SO rK^nkfoBirL^r^r—O OY (1993 Oct, 8 (5, 259-65. 
Journal code: 8707451. ISSN: 0902-0055. 

d!E Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Dental Journals 

EM 199401 

ED Entered STN: 19940209 

Last updated on STN: 19940209 

AB rin:tSSS^i^^:efs\n spread^^^^^ 

^^Sr"i':tfaCf:;rrs recfe^Lf aftffrrrrroduction in rabbits. 

Tyfeil^e-era Tere tested by -f^:/™^^ jf^^e^ antigenic 
i^oelectrophoresis. Besides a ^^J^f ^' ^^^^3 between all strains 

composition were observed in the ^hermolabile antigens bet 
tesLd. TWO different heat-stable ^^^igens were found a ^^^^^ 
degrees C. One such antigen was detected after sonicati ^^^^^ 

fraction of autoclaved P. ^-gj-l- -l^-^^^^^^/^^J^^l^ost neutrally 
with 6 of the 8 immune sera This somatic J^^^igen ^.^^ „f 

charged and sensitive to -^lum periodate treatment ^ ^^^^^ 

lipopolysaccharide. A -^^°"J^^^!^-^'^S^3 ^SsS! Sg184 and A7A1-28. These 
supernatant of autoclaved ^^rains of W83, WbU n ^^^33_^e^^tivity was 
non-somatic antigens were strain-specific, i.e no 

found with heterologous hyperimmune --^^^"^-^^^^3 recognized by W83 
which had a non-somatic heat ^^abie anrig proteinase-K 
antiserum. These antigens were ^^sistant to DNAse HN^^^^^^ 
treatment but were degraded by P^^^°f J^^^ ?he^ properties are 

to P-.?«=»to=i. and th. ll^,'^^^'^lllr.>llZ ot vi..l«>t 
p'"iS^v"S s«"„'!™s™CT TRUSSED AT 250 WORDS, 
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Entered Medline: 19930525 r-ontaminant of concern to human health 

, TCDD is a widespread ^^^^^^^^^^^^^^^^^^^^^ laboratory animals. 

because of its -ll-^^^^^^^^^^^^^^sponse Jo xenogeneic erythrocytes has 
suppression of the murine antibody response ^ inmunotoxicity . 

been shown to be one of the most =,^^!^^^^J/Jhe suppressed iimaune function 
However, the -llular mechanisms underlying the supp^ peritoneal 
have not been fully elucidated In presen function in 

macrophage recruitment activation, and antigen p ^^^^ ^^^^^/^ 
response to sheep blood cell (SREC^ ^n, ^^^^ , TCDD/kg. In 

mice treated with a single ^ose typical inflammatory 

vehicle-treated mice, SRBC ^"^^'^f ^r, the number of neutrophils 

response in the peritoneal ^^^^J^Jf fo hr. mcrophage nv^ers increased 
increased and remained f ^^^^f ,^;^;y?2 h^. In T?DD-treated mice, a 
at 24 hr and remained ^^^^^^f „^^^°^^^ obse^;ed. The total number of 
hyperinflammatory response to ^RBC was observ 

peritoneal exudate cells was significantly J^^J^,^_,,;,ted mice. The 
after SRBC challenge when JJ^^f ^^^^^..t^d Significant increases in 

increased nun^er °f P-^^^^j^^ji.f'i^^^lf ^erKonell cells were examined by 
both neutrophils and macrophages. Mac i+ P^Ji injection for 

two-color flow cytometric analysis on Days 0 3 after ^ ^^teLity of F4/80 
expression of the activation markers F4/80 and I A ^^^^ challenge, 

fluorescence -9-^---^^^,^^"^^^?-^ significantly increased at 72 hr. 
while fluorescence associated with I A -ign ^^^^^ ^^^^ ^,t 

These changes are consistent ^^^^ ^ells, whereas I-A 
significantly alter F4/80 ^^Pf f .'m ?CDD-treated mice. However, 
expression was i--^^^, ^^f ^ ^ntig^n presentation function of 
TCDD treatment did not ^^^er the antigen p ^^^^ proliferation of 

peritoneal cells, assessed by ^^eir ability f^^ction of adherent 

^BC-primed T -11^^^-^^^°;^^^ ^^'J^S ex^osure.^To test the hypothesis 
J^t^an^: LrL^irr :T,tlZts\n TCDD-treated mice were 
ZIZ. the antigen ^^^tji-^^^;3p:nse: VeS^tempted to 

smaller (e.g., ^^PP^^^^^^' *'^^^^°tL?na ^he amount of SRBC antigen 
overcome TCDD suppression by J^^^JJ^^e ofthe anti-SRBC response in 

used for challenge. However, ^he magnitude ot .^^^^^^i^g the antigen 

TCDD-treated mice was not ^^^^^ ^^^^^^^/"JJ^^nce of antigen by 
challenge dose, suggesting that enhanced clearance o^^,^^^ 

macrophage is --f^J^TlSNcISS ^5 4^0 WORD?) 

anti-SRBC response. (ABSiKAUi Lssuit^^^^u 
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Entered Medline: 19900904 coprecipitating antibodies 

Studies of our laboratory ^ave shown that the P ^ 
are IgG molecules -hich possess an -yn^etric ^ n^olecule. 

carbohydrate group present ^^^J ^^^^^tibody site with antigen is 

co:^l,.e„t flKation pha,ocvto^^ „o„p„ciplt,ti„, 

symmetric and asyimnetric molecules indicating tha p P^^^^^^ 
nSiprecipitating antibodies are ^J^^^^^^^^^^J^^^he antigen but they are 
Nonprecipitating antibodies ^° /^J^f ^^^^itized wi?h the specific 
able to agglutinate ^heep red blood cells sensi ^^.^^^ ^^^^.^^ 

antigen. Because red blood <=^ll/°^/^^^^P/^c, agglutination of sensitized 
possess a membrane receptor ^^^^^gregated Fc, gg ^^ ^^^^^ ^ ^^^ed 

^heep red cells by --P-^P^^^^i^^rf ragme^? of the IgG molecule 
mechanism in which one Fab and tne tc ^ antigens, the 

participate. In animals immunized ^^^h soluble a g ^ 
Lnprecipitating -^ibody represents 10 15% of th^^^^ ^ ,^ 
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clearance mechanisms such P^^^^^^^J^^J^ity and complement 
antibody-dependent cell-mediated ^ototoxicity F binding of Clq to 

lysis. The first step in the complement cascade is ^^^^ i^^e stems 

the antibody. There are six heads on ^^^^^^^^^^^^^f ^he Fc portion of 
to a central stalk and ^^h^n affJn^" of 10° (ref. 3). Binding 

antibody rather weakly, with an ^"^^^^^ ° surface, aggregates the 

of antibody to multiple epitopes °^ . ^^^^'^^^ Clq heads, leading to 

antibody and this facilitates t^e binding « -^era^ ^^q ^^^^.^^ 
an enhanced affinity of about 10 nM(ref^ 1) ^^^.^^ . ^ sensitive to 
antibody, Clq binds to the CH2 '^^„n3er^ed throughout evolution as 

ionic strength, and appears to ^^h^^^^eHfor example see ref. 8). By 
Clq reacts with IgG from ^-f^^'^t species (for exa p 

systematically altering surface J^^/^^^^^^^^^, ^^^e chains, Glu 318, Lys 
have localized the binding site for Clq to rnre 



= .re relatively conserved in other antibody 
320 and Lys 322. These ^^^^^^^^J.^Ji^^i^gil^ce is able to inhibit 
isotypes, and a peptide ,^Jii3'3^quence motif forms a coitonon core 

complement lysis. We propose that this sequ 
in the interactions of IgG and Clq. 
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Entered Medline: 19870612 ,^^^^r r^Viaoocvte system (MPS) 

AB The splenic component of ^^^^ fats bf dl^e^mlning the 

was investigated in decomplemented rats by ^. ^ n^onoclonal 

^'^^rr(R3A3r%h °inf°u ion'of i^e complexes (lO , prepared 
antibody (RJ/i^]. j-h-uul ,^>^^^r.r-i at-e time during the 

10-fold antigen excess at an -PP^^PJ^^^^^ ^Zr..s. in the Tl/2 of the 
erythrocyte clearance P^^^^^^^^^'^^^^f farmed with the F(ab')2 fragment 
antibody coated cells. ^^^^^^^^^^^^^ figSficant effect. A positive 
of the rabbit antibody did f "^^/i^^ne complex infused and the 

correlation was seen ^fween the dose of immu J^fi^^^^g of red cell 

degree of inhibition of ^^^^hrocyte clearance ^. ^^^^ ^,3/13 ^as 

antigen number on the behaviour of ^^^^^^^f ^ PVG) Fl erythrocytes. 
studLd by comparing the clearance of^ and (DA^X_^^^)^^^^ 

Fl erythrocytes, with only half numDer P +/- 2.( 

surface that bind ^^3/13 antibody were clea^^^ 

min, mean +/- s.e.) by the spleen than the da ^ ^ ^^g^^eptible to 
P i;ss than 0.001)^ Both -^^^/^-.P^^ie hr^haJ the'number of specific 
inhibition by soluble IC. ^hese stuai ^^^^^ sensitized 

antigens on the red cell ^'^^^^J^^^^^^^'fc receptors but not their 
cells are removed by splenic n^^^^P^^g^ ^^^^^ts draw attention to a major 
susceptibility to inhibition by . ^^^^J^^f ^^ted with anti-rhesus (D) 
defect in the use of ^^tologous erythrocytes 
iimuunoglobulin to assess macrophage Fc receptor 

L2 ANSWER 21 OF 39 MEDLINE 
AN 87006836 MEDLINE 

DN 87006836 PubMed ID: 3''59129 N-ethylmaleimide-treated 
TI Studies in the rat of antibody ^^^^^'^/^^ff^.^ts of in vivo complement 
erythrocyte clearance by the spleen. I. Effects 

activation. 
AU Yousaf N; Howard J C; Williams B D 
NC CA 34913 (NCI) 

SO IMMUNOLOGY, (1986 Sep) ^9 JD 75 9. 

Journal code: 0374672. ISSN: 0019-2805. 
CY ENGLAND: United Kingdom 
m Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
EM 198611 



ED Entered STN: 19900302 

Last updated on STN: 19970203 



AB 



Entered Medline: 19861112 „„^i«ar ohaaoovte system (MPS) 

?he splenic cornponent of the mcnonuclear^p^^^^^ erythrocytes 

was investigated in the using n ^ ^ ^ Q2b antibody 

(NEM) and erythrocytes ^^^^f^^f^^^Aa major histocompatibility 
^T'' '^artf ^eir^uSnsfonrwefe'^emov d by the spleen, and 
Srifcleafancrtimes Sere significantly lon|er^i^ HEM-treated cells 

splenectomized animals. The ^^^^^^^^^^^^3 tere similar (19.1 +/- 1-1 
in both normal and cobra ^^^""''^^^f^^t differences were seen between the 
and 19.0 +/- 1.0 min, ^e^P^^^^^^^^^^^d cells in these two groups (normal 
clearance of R3/13 -tibody-sensitized cells 1^ ^.^^ ^ 

rats 38.3 +/- 2.8 min and ^VF-treated ra removal of these 

0.02). Different receptors ^^"^^1^° entailed interaction with complement 
cells; in normal animals ^^'^^S^^^^"^.^^!! this was implemented by Fc 
receptors, whereas in ^^fT^^^^f ^J^i^^'jd ^'e clearance rates of both 
receptors. Complement ^^^ivation prolonged ^^^^^^ complement 

R3/ll cells and NEM cells J^JJJ^.^^i'^^i^ells was achieved via changes 
activation on the clearance °J .f "^.^e^ted from taking place no effect 
in splenic blood flow, ^^en this P^^^.^^^^^gj, the clearance of R3/13 

reLr:L°LSbiferry"tL°L:« fragments generated by complement 



activation 

L2 ANSWER 22 OF 39 MEDLINE 
86198516 MEDLINE 



AN 86198516 mcui^j."!:. 

DN 86198516 PubMed 3486243 ^ eosinophil-specif ic 

TI Murine eosinophil 'i^""^''^^!^ activity for human cells. 

colony-stimulating factor with activiy ^ , ^^^^^ ^ 3^ 



AU 



AB 



J 



Journal code: 2985109R. ISSN; 0022 1007. 

LA English 
FS Priority Journals 
EM 198606 

•Fn Entered STN: 19900321 

Last updated on STN: 19970203 



Entered Medline: 19860606 differentiation factor (EDF) , was 

A purified murine lY^P^^kine, eosinophil ditt ^^^^^tion and 

found to be a selective stimulus for the clonal p ,3tablishing it as 

differentiation of murine «°^^^°P^^^ P^°^f ^e^or (Eo-CSF) . EDF was also 
the murine eosinophil '=°l°^y-^^i;^^^^3^Ld manure blood eosinophils, but 
active on human eosinophil P^^^^'^^^""^^!'^ ^^^ursor cells, nor on blood 
Sad no effect on neutrophil or !^^^,P^"^^ri3^ eDF stimulated equal 

neutrophils. In culture of human bone ^^^^ ,hen compared 

nuiriDers and equal sizes source of human CSFs, 

with human placental -"^^^^^^^^^^^^^^^^/ceUs were stimulated. Clone 
suggesting that all -^P^^^nineafSl^ionship between nurt^er of bone 
1-ransfer experiments and tne iinedj. ^^^^r ■ ^^^^ that the action of EDF 

yeast cells. This functional activation 

expression of functional antigens (GFA 1^ ^FA^; ^DF (Eo-CSF) of all 
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AB 



Entered Medline: 19860501 sms readily induced platelet 

Group B streptococci (GBS) type ^J^^^'^J^^eJet-rich plasma (PRP) - In 

aggregation and serotonin release in human P^^^^^^^ occurred after 2 

a'sys?em using a ^BS/platelet ratio of ^^^^gregat-n^. ^ ^^^^^^^ ^^^^^ 

to 9 minutes 4^% before aggregation was detected. 

Within the first minute reaching 40% before 

Maximum release was 65% . ^* ' in a dose-dependent fashion, 

antisera inhibited aggregation and release in a P^^^^^^ 14 

whereas rabbit antisera against ^^f . ^ fg^e^? isotypes, monoclonal 
19 had no effect TO test the a-^t.vity of d.f feren^^^ ^^YP^^^ 

opsonization and phagocytosis. 
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l^^'e^LalTn^ys^ra^f !!bLllular loc^^^^^^^^^^^ of a neutrophil-specif ic 

antigen, PMN-7, involved in the --P-„"^°g^^^^f j p. ^alech H L 
AU Melnick D A; Nauseef W M; Markowitz S D, Gardner 
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AI-19768 (NIAID) 

SO ioURNAL OF IMMUNOLOGY, (1985 May) 134 (5) 3346-55. 
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Entered Medline: 19850523 neutrophils results in 

AB The adherence of serum-opsonized Y^ast to ^^^^^ P the 
phagocytosis of ^hese particulate stimuli and act^^ 

;rrfarreL^P?rr^rr1gn^^^^^ 

th^fe^nertShif ^cSn^: Ts III ^^l^^^- We have 



previously described - anti-hu.an neutropMl .uri^^ 

?MN7C3, which specifically ^"^ibits the respiratory ^^^^ ^^^^ 

stimulated with ^^'^^-°l'°ll^f^/%mi antigln) is present on a nuinber of 
the antigen recognized by PI^^^^ JPMN? antigen, p related 

?ell surface PMN7 antigen by multivalent antibody is 
ceil suria capping and internalization of antigen- 

phagocytosis of serum-opsonize zymosan. 
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toxin composed of ^^"^ P^^^J^^ffg^^s of the toxin components on 

St^rnf sf.:f„'°/""ntS cif ^UatS: Sn=d, required opsonization 
S""i?hr. LrL oomplemant or .„tibodie. against the Sterne 

ste™/«!!?wtr';t'''?:c?:Sl; lVl:....^u,. anthrax 
?S"c»pon:S:."Lver, a oor^in.tion o< protective „ti,e„ 
and edem. factor inhibited Sterne cell P^J|°=j!?";,^f ."i^^^phonuolear 
hoth P""="i:S,-^„l^::rcL"?he:" lyii^rpSLic^^rr'nLt^^phL effect. 

Tr "rfveisSirrn r»:™l of the .liLKf 'cycS »P 

TeJic-i^h:- ftSdiL-ej^rhaf t^o -rsr £ei co^ 
-fc^p^iSfit^ ;f rnffcS» ^..-op-^ 

function and impairing host resistance. 
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AU 
SO 

CY 
DT 
LA 
FS 
EM 
ED 



AB 



L2 
AN 
DN 
TI 
AU 

SO 

CY 
DT 
LA 
FS 
EM 
ED 



AB 



identified by monoclonal antibodies. 

Adler B; Faine S 

PATHOLOGY, (1983 Jul) 15 (3) 

Journal code: 0175411. ISSN: 0031-3025. 
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Journal; Article; (JOURNAL ARTICLE) 

English 

Priority Journals 
198401 

Entered STN: 19900319 

Last updated on STN: 19900319 

Entered Medline: 19840107 vvhridoma cell lines derived by 

Monoclonal antibodies were P^°j^jf ^5jj^^^^5i^°^ytes from mice immunized 
fusion of mouse NS-1 myeloma cells ^^^h splenocy produced an 

"of SiagSr^tll , indlLtin, a co™o„ determinant on both 
«;ef 5 »»"^^c„p.a,es in vit.o. 
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rcSLt'-„^1SrS/u»L^S"S : f ;.^..^H.int. suano K 
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Entered Medline: 19820708 establish five long-term in vitro cell 

In the last 3 years we were able to , f^^^ four patients with 

cultures from biopsy ^P-™t3"£Lsr(noSirar Lf^rosing t?pe, clinical 
histologically proven Hodgkin s ^^^^^^^ proliferating in vitro; one 

stage IVB) . Four of the lines are -^^^^^^^^^^^J^f f ^'^^hs . When culture 
culture stopped growth for ^^J^^^^^^^^^^jf ^428? gave rise to two 
conditions were modulated, the first ^^^^^^J' ' L 428 KSA, 
sublines: L 428 KS, after -Captation to calf H^^' treatment with a 

permanently growing as ^"/^herent monolayer line at 

S t'eTn-rarr^vfrrs^rea^tivity, cytochemistry phagocytosis 

type resembling -3-^^iL"S°irs^ro^&erihrercolony-stimu^ 
Tacto^ °actfvity and ::ppre::ion of spontaneous cell-mediated cytolysis of 
L 428 KS and K 562 cells. 
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n neut.opMl s„,Ui„, indue. i™o„e co^le.e. a„. a„.e,.te. X,= . 

AU Hurd E R; Hashimoto Y 
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Entered Medline: 19820128 effects of various types of 

using a Coulter counter -thod the f-^^^^^^^p^^i (p^N) 
IgG-dependent phagocytic °^.''^^_,e„ated IgG, ovalbumin- 

fffective, whether prepared f -^^^1---^ ^ggen excess 
equivalence (insoluble) or at 4 °^ ^^^gfj^'c, but not at 4 degrees 

(soluble), swelling of PMN ^^'^"^^/^/'thf experiments . In contrast to 
C. complement was not present JIq^^p • ) 2 immune complexes and 



phagocytosis , 
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Entered Medline: 19810915 vaccinated with different artificial 

Outbred NMRI mice and rabbits J^^^^J^^^p^^if ^^ity and activity of 

salmonella typhimurium ^^^^f .^^^^'^^o'^aS in vLro phagocytosis 
elicited antibodies were ^tudxed in in v^voan ^ ^etic 

assays. The Salmonella immunogens ^^^^ J" J _;;;<,3e, representative of 
disaccharide, abequose (f^^^l^^^.f .J^f^i ^ J-ine^ ^^^^^ , 

salmonella 0 antigen 4, formula see text) covalently linked 

(ii) the octa- and dodecasaccharides (tormu antibodies 
to BSA; and (iii) whole heat-lcilled Salmonella R ^.learance of 

passively administered to "^^^.^^jnif^cantly enh ^^^^ 
intravenously injected S. typhimurium challeng ^^igen-specif ic 

bloodstream. The clearance ^^^e and the t.ter o 3train, 
antibodies correlated. The clearance ^^te or the rabbit 

u • v a different 0 antigen, was the same xxj-c^jr^ 

which has a dittereni: u ^ i rnTnunized with the various 
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EM 198103 
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Entered Medline: 19810324 ^s^ential for antibody 

Macrophage P^^^^^^^^Litrand for optimal phagocytosis of 

-dependent ^^llular cytotoxicity ana i> presence 

opsonized particulate ^ ^^^^^„te cultures (MLC-CM) resulted m a 

of conditioned medium from mixed ^o^f^id) in FcR-dependent binding 

dose- and time-dependent increase (up to_10 fold) u_937 
of 1251-labeled IgGl to promyelocytic HL bU cei ' ^L-GO cells 

cells, and normal -Itured human laonoc^^^ ^ 
was bloOced by ^ycloheximide ^^^^^^ did not change, the 

decrease in binding affinity. Since ^^^"^ . ^^e surface density of 

increase FcR Probably rep^^^ ^^^^ effective in 

™tlng ?^crSt^es:^re eas only se-m-containing MLC-CM caused 
morphologic change of U-937 and HL-60 cells. 
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Entered Medline: 19801021_ identification, and pathogenetic 

if:re"nr^,ri^snron3rrs;4wi../ne«ioi^ 

consequences will be expected, P"'""J^^„tifi^,tlon of imimne 
cSlStr"\*Sr,L:^ Sriir«,S'.f-- -ve ..en developed. ..e 



1- • T^^-j^ai art-ivities of immune complexes, 
methods are based mostly on ""J"?"'! „d reactivity with 

e.g. interaction ^o"^!™'"' " "^^Sjic methods do not allow to 

cellular receptors. These »"«i9«n-n»"=P"l'" aggregated 
discriminate between trne il^une """Pl^^^ "^"""^rfi^eS to balLent 
i^nnnoglobulins^ Circulating imm««^^^^ reaction by 

rcS";nn1/"om^rin?:L°rn£?a^tory cells and 

'zzi'^zT,iv ^!"i:"o;L;r"dL»:?s^r.iv!'s,, infectious 

management of immune complex diseases are discussed. 
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AU Young D A; Dobson P; Karakawa W W 
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LA English 
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Entered Medline: 19800128 observed cross-reactivity between 

AB The ™^°^hemical specificity of the OD ^^^^.^ 

anuj-uuux =,,rfare antiaens with immunodominant 

organisms contained surtace antigens wx ^4-,,hHp^ 
glucuronic acid residues, in vitro phagocytosis studies 
indicated that antibodies directed against these 
antigens were not significantly involved in the 

phagocytosis o I ^' ^ ^ . , f ^ in both nonimmune 

The mucopeptide antibodies, wnicn wei.c i.uvAii KnVVi 

St r:L""«rirafd°tL"..'':o!f :rr;ir;hr:-i« 

:L^rc^trir:fggesS'tiaf?h::rrr?^;;?Lr^'arS: =ero«sSl. .r the 
"Id^ pr^™i»ce ol natural staphylococcal opsonins with mucopeptide 

specificity in normal sera. 
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aureus isolate from an osteomyelitis patient ana rneir 
phagocytosis . 
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T'jrrenuSil^^ig^^rff' a strain of Staphylococcus aureus, isolated fro. 
I bone fragment fLm osteomyelitis, were analyzed immunochemically and by 
interaction with human phagocytic cells. When this strain 
interact with human polymorphonuclear cells in the presence of antiserum, 
tie strain was shown to have specific antiphagocytic antigens. An acidic 
polysaccharide consisting of galactose and glucuronic acid was isolated 
from the cell surface of the organism, and in vitro opsonization 
tests indicated that this acidic antigen impeded in vitro 
phagocytosis by human polymorphonuclear cells. It was also 
observed that antibodies directed against the mucopeptide 
constituents of homologous and heterologous bacterial cell walls were 
effective in promoting the in vitro opsonization of the 
organism. In the presence of antimucopeptide serum and human 
polymorphonuclear cells, a variant strain was isolated from the wild type, 
and immunochemical analysis indicated that this strain consisted of 
galactose and immunodominant amino-galacturonic acid residues In vitro 
phagocytosis studies employing this variant strain indicated that the 
homologous human convalescent serum contained higher levels of oP^onins 
against the variant strain than the original isolate, the wild type. This 
observation is discussed. 
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TI Immune phagocytosis in murine malaria. 

AU Shear H L; Nussenzweig R S; Bianco C iooo_qo 
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Entered Medline: 19790901 , 
AB Spleen macrophages from Plasmodium berghei-inf ected mice are more 

efficient in the ingestion of parasitized reticulocytes than spleen 
macrophages obtained from normal animals. Other indications of spleen 
macrophage activation detected during malarial infection are enhanced 
macrophage spreading and increased phagocytosis of 
opsonized and nonopsonized sheep erythrocytes (E) . Peritoneal 
macrophages are not activated to a significant degree. The appearance of 
antibodies directed against Forssman antigen, but not to 
other erythrocyte antigens, is also a feature of this infection 
and explains the ingestion of unsensitized E by spleen macrophages of the 
diseased animals. The recognition and ingestion of parasitized 
reticulocytes by infected mice in mediated by cold-agglutinm type 
iimunogloLlins that appear during P. berghei infection and can be blocked 
by the Fc-binding protein A from Staphylococcus aureus. In advanced stages 
of the disease, the serum of infected animals inhibits phagocytosis, 
probably because of the high level of circulating immune complexes. Thus, 
the clearance of malaria parasites is regulated by several elements of the 
iimtiune system, in addition to levels of specific antimerozoite antibodies, 
including the amount of antibodies bound to reticulocytes, the presence of 
circulating immune complexes, and the degree of macrophage stimulation. 
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S? in vitro suppression of serum elastase-inhibitory capacity by reactive 
oxygen specKs generated by phagocytosing polymorphonuclear leukocytes. 

AU Carp H; Janoff A . -mo n 

so JOURNAL OF CLINICAL INVESTIGATION, (1979 Apr) 63 (4) 7 93-7. 
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AB Human polymorphonuclear leukocytes (PMN) phagocytosing 

opsonized antigen-antibody complexes, produce ,,;,rtiallv 
dialvzable species of activated oxygen which are capable of partially 
sipp^elsing ?he elastase-inhibiting capacity (EIC) of whole human serum or 
purified human alphal-proteinase inhibitor. Serum EIC was partially 
orotially protected by superoxide dismutase, catalase, or mannitol, 
suggesting that hydroxyl radical, formed by interaction of superoxide 
radical and hydrogen peroxide, might be responsible for ^his effect NaN3 
also partly protected EIC, implicating myeloperoxidase-mediated reactions 
as well. An artificial superoxide rradical-generating system, involving 
xanthine a^d xanthine-oxidase, could be substituted for phagocytosing PMN 

resultant EIC suppression. These results are consistent with previous 
demonstrations of the release of potent oxidants by stimulated PMN, as 
well as earlier studies from our laboratory showing sensitivity of 
alphal-proteinase inhibitor to inactivation by oxidants. Oxidative 
inactivation of proteinase inhibitors in the microenvironment of PMN 
accumulating at sites of inflammation may allow proteases released from 
theslcells to more readily damage adjacent connective tissue structures. 
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TI Role of immunity in the clearance of bacteremia due to Haemophilus 
influenzae . 
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Entered Medline: 197 90115 . . ^v, n =^=r,r.« 

AB The role of antibodies to capsular and somatic antigens in the clearance 
of Haemophilus influenzae was investigated by active and passive 
irrounization. The clearance index (k) and the P^°P°^tion of strain b 
organisms cleared 30 min after intravenous ^^ministration (deltaYSO) were 
qreater in eight-week-old actively immunized rats (k = 0.693, deltaY30 - 
?!o7) Jhan in'noniimaune animals (k = 0.075, deltaY30 = 0.95) (P l-s than 
0 025 for all); however, clearance correlated imprecisely with titers of 
bactericidal or anticapsular antibody. In three-week-old rats, intranasal 
immunization with strain b or U significantly increased (P less than 
0 005) the rate of clearance of strains b and U. Passive immunization with 
antibodies to somatic or capsular antigens significantly increased the 
rate of clearance (P less than 0.001) and the proportion of bacteria 



cleared (P less than 0.05) with all test strains. The increased clearance 
fssoTJl t"h passive irnmunization correlated with ^-"--^^3^ 
uptake of 32P-labeled H. influenzae (r = 0.83, P less than 0.025) 
^alysis of the disappearance of viable organisms and bacterial 32P 
Tugglstld that bacteriolysis of H. influenzae did not occur during 
clearance of the bacteremia. Either antibody to capsular 
antiaen or antibody to somatic antigen, 

aSm^^istered or evoked in rats, accelerates intravenous clearance 
of H. influenzae by promotion of reticuloendothelial phagocytosis 
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Coxiella burnetii. 
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AB Purified lipopolysaccharide-protein complex (LPS-PC) extracted by 

trlihioroacetlc acid from phase I Coxiella burnetii organisms induced in 

mice and rabbits fair levels of antibodies directed to 

antigen 1 and antigen 2, as detected by . ^. _ 

complement-fixation (CF) , microagglutination (MA), opsonization 

phagocytosis (OP) and serum protection (SP) tests. In guinea pigs 

only very low levels of MA antibodies against antigen 

2 were demonstrated. In rabbit serum, MA antibodies directed to 

antigen 2 were found exclusively in the IgM fraction after the 

l^l^aTy i^izing dose; the second dose was followed ^f^^^f ^f^/^ 

MA antibodies to the IgG class. Two immunizing doses of the LPS-PC were 

more effective when testing antibody response in mice or protection of 

mice and guinea pigs against phase I virulent challenge. 
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TI Selective iimnunoglobulin M (IgM) deficiency in two immunodef icient adults 

with recurrent staphylococcal pyoderma. 
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Entered Medline: 19760802 , 
AB TWO adult men with recurrent pyoderma due to Staphylococcus aureus and a 
selective deficiency of immunoglobulin M (IgM) antibody 

synthesis are described. An analysis of each patient's polymorphonuclear 
leukocyte chemotaxis, phagocytosis and killing of Staph, aureus, 
serum opsonizaiton of Staph, aureus, and serum and 



lymphocyte-mediated responses to antigenic stimulation was 
p^ioJed. Family studies revealed a possible autosomal dominant 
inheritance pattern with heterogenetic expression of various 
dys^a^^gJobulLemic states in each patient's first ^e^-^.-lf--- ^" 
vLo studies of delayed hypersensitivity and m vitro studies of 
nolvmorohonuclear leukocyte and lymphocyte function were normal. A defect 
?n S b' not L IgG (Irrmunoglobulin G) , antibody synthesis to a nurrf^er 
of antigens, and a mild decrease in serum opsonic activity to Staph, 
aureus Correctable by heat inactivated normal human serum were found in 
each patienJ in these patients, the recurrent staphulococcal pyoderma 
"ompKS " Investigation of host defense mechanisms and revealed low to 
absent IgM levels and a defect in IgM antibody synthesis. 
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Entered Medline: 19760706 . 
AB The opsonization and phagocytosis of group B streptococci of types la, lb, 
and ic were studied in vitro by measuring the uptake of "^loactivity by 
coverslip cultures of rabbit alevolar macrophages during incubation with 
radiolabeled, nonviable bacteria which had been exposed to rabbit serum. 
The uptake of counts per minute was quantitative, reproducible, and 
reversibly inhibited by cold, indicating that it was largely a measurement 
of phagocytic ingestion rather than of attachment of bacteria- 
irr^unogloLlin complexes to macrophage membranes. Moreover, suspended 
macrophages killed approximately 90% of viable streptococci in the 
presence of specific antiserum. The opsonic activity of immune serum was 
heat stable, and phagocytosis of streptococci was insignificant after 
incubation ^ith normal serum and antiserum to ^^-^^^^eterologous group B 
streptococci. By absorption studies, it was possible to identify the 
effect of antibodies to specific bacterial antigens. 
Phagocytosis of streptococci containing the corresponding 
antigens was maximal after opsonization with homologous 
or heterologous sera containing antibody to laCHO, IbCHO or Ibc 
protein. Phagocytosis of all three serotypes was intermediate 
when opsonization could be attributed to anti-IabcCHO . The 
opsonization of a specific group B streptococcus is complex and 
may involve two or more antigen-antibody systems. 
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DOCUMENT- IDENTIFIER: US 5233024 A 

TITLE: Anti- idiotypic monoclonal antibodies for mucoid Pseudomonas aeruginosa, their 
preparation and use 

US PATENT NO. (1) : 
5233024 

Abstract Text (1) : 

An anti -idiotypic monoclonal antibody, which induces production of mucoid 
exopolysaccharide-specif ic antibodies which are opsonic for mucoid Pseudemonas 
aeruginosa. The anti -idiotypic monoclonal antibody is produced by a cell line 
designated C9F5 and having ATCC accession No. HB10715, The anti -idiotypic monoclonal 
antibody is useful as a vaccine and for diagnostic purposes. 

Brief Summary Text (2) : 

The present invention relates generally to infectious diseases and antibodies, and, 
more particularly, to a new hybridoma cell line for production of anti-idiotypic 
monoclonal antibodies directed to an opsonic monoclonal antibody specific to mucoid 
exopolysaccharide of Pseudomonas aeruginosa. 

Brief Summary Text (4) : 

Mucoid strains of Pseudomonas aeruginosa are the primary pulmonary pathogen for cystic 
fibrosis (CF) patients. Acquisition of this organism in the lungs is invariably 
associated with clinical decline, and there is a strong association between expression 
of the mucoid phenotype and growth in the lungs of CF patients. Mucoid 
exopolysaccharide (MEP) , the primary constituent of the extracellular slime coat of 
mucoid strains, appears to be an important antigen in the pathophysiology of P. 
aeruginosa infection of CF patients. MEP expression promotes adherence of mucoid P. 
aeruginosa to tracheal cells and to respiratory mucins and antibodies to MEP are 
important to host defenses against the organism. According to earlier work (see Pier, 
G. B., et al., N. Engl. J. Med. 1987; 317: 793-798) induction of opsonic antibodies to 
MEP will probably be an important property of vaccines considered as candidates for 
prevention of mucoid P. aeruginosa infection in CF patients. Most CF patients respond 
to infection with high titers of nonopsonic antibody to MEP, and these antibodies fail 
to prevent progression of the infection. However, a small number of older (>12 years) 
CF patients have opsonic antibodies to MEP, are not infected with P. aeruginosa, and 
have an overall better clinical status. Furthermore, opsonic antibodies protect 
experimental animals from chronic mucoid P. aeruginosa lung infections. Pier, G. B., et 
al . , Science 1990; 249: 537-540, the contents of which are incorporated herein by 
reference . 

Brief Summary Text (5) : 

Recently, it has been observed that the heteropolymeric nature of MEP results in the 
presence of both common and type-specific epitopes. In addition, the common epitopes 
are further divided into those that bind opsonizing antibodies and those that bind 
nonopsonizing antibody . Most naturally occurring antibodies to MEP function poorly in 
in vitro opsonophagocytic assays with complement, and are unable to protect animals 
following intratracheal challenge with bacteria encased in agar beads. By contrast, 
antibodies that are highly opsonic protect animals against infection and are found 
among some older CF patients who are not colonized with P. aeruginosa. Opsonizing 
antibodies to MEP are usually not found in younger noncolonized or chronically 
colonized CF patients. These findings have suggested a protective effect for the 
opsonizing antibodies . It is believed that opsonizing antibodies to the MEP antigen 
will generally protect animals, including humans, livestock, and mammals generally, 
from infection. MEP has become a promising vaccine candidate for the prevention of 
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infection with P. aeruginosa in CF patients. Unfortunately, MEP appears to be poorly 
immunogenic in humans for the induction of opsonic antibodies MEP does not readily 
elicit opsonic antibodies either during chronic infection or after vaccination. 

Alternati^'^Itrate giei " to immunization with purified bacterial polysaccharides include 
the use of polysaccharide-protein conjugates and anti- idiotypic antibodies as 
substitute antigens. Anti-idiotypes directed to the antigen binding site of other 
anti bodies may function as "internal images" of antigen and induce antigen-specific 
antibodies in animals without exposure to nominal antigen. See Stein, K. E., 
Anti-idioty pes as bacterial vaccines. In: Biological Applications of Anti-idiotypes II. 
Bona C A ed pp 2-11, CRC Press, 1988, which is incorporated herein by reference, 
in addition, since anti-idiotypes are proteins, they are potentially more immunogenic 
than polysaccharides, particularly in young children. Anti-idiotypes have been used to 
induce antibodies to capsular polysaccharides and thus provide immunity to several 
bacterial pathogens including Escherichia coli (Stein, K. E., and Soderstrom, T., J. 
ExD Med 1984; 160:1001, incorporated herein by reference) and group C Neisseria 




protective antibodies in syngeneic mice (Schreiber, J. R. , et al . , J. Immunol., 1990; 
144-1023-1029, incorporated herein by reference). The present invention characterizes 
another monoclonal anti-idiotype directed to an opsonic murine monoclonal antibody to 



a no 
MEP 



Brief Su mmary Text (8): . •, . ■ u • j 

The present invention provides a monoclonal anti -idiotypic antibody which induces 
protective immunity in animal models. All experimental data to date, including animal 
testing, indicates that it can be used as a vaccine to generate protective immunity and 
prevent infections in humans, livestock, animals, and mammals in general. It would be 
of particular use to humans suffering from cystic fibrosis, burn patients, and those 
suffering from cancer. It can be used as the base for immunodiagnostics, including 
immunodiagnostic methods, testing, and reagents, to detect antibodies in humans and 
other animals and mammals. The monoclonal antibody of the present invention performs or 
acts as a molecular mimic of the MEP antigen of P. aeruginosa. 

Brief Su mmary Text (9): , ^ ■ 

Initially, a murine monoclonal anti -idiotypic antibody directed to an opsonic 
monoclonal antibody (MAb) specific to MEP was produced. This anti -idiotypic MAb bound 
to F{ab') sub. 2 fragments of the opsonic MAb, and blocked binding of the opsonic MAb to 
MEP The murine anti-idiotype also bound to human opsonic antibodies from individuals 
immunized with MEP vaccine, providing additional evidence for the antigen-binding-site 
specificity of the anti-idiotype, as well as the presence of cross -reactive idiotopes 
on human and murine opsonic antibodies to MEP. In addition, the anti -idiotype induced 
MEP-specific (primarily of the IgM class) antibodies in syngeneic mice. In allogeneic 
mice, both IgM and laG.sub.l antibodies to the anti-idiotype were elicited; these 
antibodies fixed complement onto the bacterial surface and opsonized mucoid P. 
aeruginosa for uptake and phagocytic killing by human peripheral blood leukocytes 
These studies demonstrate the utility of anti -idiotypic MAb for generating protective 
immunity against mucoid strains of P. aeruginosa. 

Detailed Descripti on Text (5): ^ ^ ■ ^ ■ ^-u 

Mucoid P. aeruginosa stra in 2192, a clinical isolate from the sputum of a patient with 
CF, was used as the target organism in phagocytic assays and complement deposition 
assays and as a source of purified MEP. MEP was purified as previously described. 
Garner C V , etal.. Infect. Immun. 1990; 58:1835-1842, incorporated herein by 
reference. In the Example herein, smaller sized polymers of MEP (K.sub av on a 
Sepharose CL4B column of<0.3) were used in ELISA and moderate sized polymers (K.sub.av 
=0.1-0.3) were used for immunizing animals. 

Deta iled Description Text (7): -, • u j k , „^=„j=v.^ 

Production of opsonic MAb l directed to P. aeruginosa MEP was accomplished by standard 
techniques. Spleens from mice immunized with live mucoid P. aeruginosa organisms were 
fused with myeloma cell line SP2/0-Agl4 and wells with growth following 
hypoxanthine-aminopterin selection screened against purified MEP in an ELISA as 
p^viously described. (Bryan, L. E., etal., J. Clin. Microbiol. 1983; 18:276-282 and 
Pier G B et al , J. Clin. Microbiol. 1986; 24:189-196, both incorporated herein by 
reference) ' Cells in wells positive for antibody to MEP were cloned twice by limiting 
dilution, and the antibodies were tested for opsonic activity in a phagocytic assay 
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described below. Two positive clones secreting IgG.sub.2b antibodies were used in the 
experiments reported here. 

;he1n:tidiotges°werr^ i:'by in^unizing 8-w..-old BALB/cByJ .ice -"^-taneously (sc) 
with 10 ug of the opsonic anti-MEP MAb (MAbl) in complete Freund's adjuvant and then 
with 10 uq MAbl in incomplete Freund's adjuvant twice per week for 4 weeks. 
Anttidio?y^induced seroconversion to MAbl was documented by ELISA screening (see 
below) using F(ab').sub.2 fragments from MAbl. The spleen of one mouse was then 
obtained 72 hours after the final immunization and used for production of hybridomas. 
Hvbridomaswe?e produced via fusion with the SP2/0 mouse myeloma cell line screened by 
EL?SA for production of .nti-idiotvpe antibodies, and then cloned by repeated limiting 
duStion Anti-idiotvpic antibodies were purified from ascites fluid of pristane-primed 
eiiB/cByJ m?ci by parag e over a pr otein A-Sepharose coluna. (Pharmacia Fine Chemicals, 
Piscataway, N.J.), as described in Schreiber, J. R. , et al . , J. Immunol. 1990; 
144 1023 Jo29, incorporated herein by reference. One clone, C9F5 was found to be 
itabie and to produce large quantities of antibody of the IgG2a isotype; it was used 
for further experiments. 



Deta iled Description Text (10): HH-iot-w^ir 
D. Induction of MEP-speci fic^tibodies in mice by immunization with anti- idiotypic 



MAb 



;f dtt^rm^^rSti;:" IS^ s^kc antibodies could be in^-^^i^^^-f -^i^.^f^^g^ 
BALB/cByJ mice, the animals were immunized intraperitoneally dp or sc with 20- ug 
doses of anti-idiotype MAb C9F5 without adjuvants. The immunization schedule was either 
two doses separated by three weeks or one dose per week for 4 weeks. In order to 
determine whetLr antibodies to MEP could be induced in allogeneic C3H/HeN mice, these 
animaTs were immun ized with v arying doses (0.5-50 ug) of the C9F5 ^ ^^^^^^^^P^, 
for 4 weeks. Serum was obtained weekly from all mice by tail vein bleeding, pooled and 
screened for binding to MEP by ELISA. Control animals received an f^^l^^J^^"^^ 
same isotype by the same method of administration as the anti- idiotypic MAb C9F5 (IgG2a 
^nti-Send^ viLs kindly supplied by Drs . John Nedrud and Mary ^-^--^^ ' /^^^ "^^^^^^ 
Reserve University School of Medicine, Cleveland, Ohio) . For purposes of comparison, 
some animals received 1-ug doses of purified MEP antigen. 

Detailed Description Text (12) : 

E. ELISA for detection of antibodies 

Detailed Descripti on Text (13): , . . • j • „ .i „ 

Supernates from clones or mouse sera were screened for anti -idiotypic antibodies in an 
EL?SA using plates sensitized with F(ab-).sub.2 fragments from the anti -MEP MAbl The 
F(ab').sub.2 fragments were prepared as described in Schreiber, J. R.,et al^, J. 
Immunol. 1990; 144:1023-1029, andLamoyi, E., et al., J. Immunol. Methods 1983, 
56-235-243, incorporated herein by reference. Each F(ab').sub.2 preparation was 
screened for purity by an ELISA with goat anti-mouse IgG Fc-specific antibodies 
conjugated to'^alkaline phosphatase (AP) , and by SDS-PAGE. ELISA Pj-^^ ^^^^ 
100 ul/well of F(ab').sub.2 fragments (2.5 ug/ml concentration), then blocked with PBS 
containing 1% BSA for 60 minutes. After washing, sera or supernates were added, 
followed by goat anti-mouse IgG Fc fragment-specific or anti-mouse IgM, u-chain 
specific AP conjugates (Cappel Antibodies, Westchester, Pa.) . The ELISA was developed 
^ith phosphatase substrate (1 mg/ml in diethanolamine 0 . 5 " ^ ^'ll S " Sm withT 

azide pH 9.8 [DEA buffer], Sigma, St. Louis, Mo.). Plates were read at 410 nm with a 
Titertek Multiscan ELISA plate reader (Flow Laboratories, Mclean, Va.). 

gfrfofti::ufgulgurr:u pernites were screened for MEP-specific antibodies by coating 
ELISA Plates with 100 ul/well of 2 . 5 ug tyraminated MEP/ml . Tyramination was performed 
aidis^rSd In schreiber, J. R. , et a!., J. Immunol. 1990; ^^^1^°" -102 9 with 
cyanogen bromide coupling and was found to enhance binding of MEP to the ELISA Plates. 
After blocking with 1% BSA in PBS, serum or tissue culture supernate was added. IgG, 
IgM, or IgA antibodies to MEP were detected with AP-conjugated, class- and 
subclass-specific goat anti-mouse Ig (Southern Biotech, Birmingham, Al .). Plates were 
developed as described above. Specificity of antibody to MEP in sera or tissue culture 
supernates was confirmed by preincubating these specimens with MEP (100 ug/ml) and 
observing inhibition of antibody binding to solid phase MEP in the ELISA. 

Detailed Description Text (18) : 



3 of 8 



12/10/02 8:05 AM 



http//westbrs:8002/bin/gate,exe?f=doc&s...e=&p_Message=&p_doccnt=l&p_doc_l-FlFKWlC 
Record Display Form ^ 

G. Detection of binding of anti- idiotypic MAb to human a ntibodies to MEP 

Detail ed Descript ion Text (19): i-r, MEP were immunized with 100 

Adult voluntee rs with pri-existirig nonopsonic antibggz to M^^^^^^^^ ^533 36:465A. 
ug of an MEP vaccine as described m Garner, J- f f our individuals who 
The MEP-specific antibodj^ from pre- and post -v^ 

responded with opsonic antibody to MEP were ^^en isolated Dy / ^^^^^ 

usi^g a column of ^P-V^-^^-f ^J/gjI^:^ ^rchJomaL^aphy on protein A Sepharose^ 
preparations, the l9°J^^^^^°^^^^^hese antibodies by incubating the affinity-purified 
Fab fragments were prepared from ^^ese agi||a^ digests were again passed over a 
material with papain immobilized °^ f P^^^^^^^^ Fc fragments. Characterization of 

protein A column to l^^l^^^^lf^l^^^^^^ ^Sns. ELISA plates were coated 

buffer, pH 9.6. After sensitization for J f--^ 37_degree. C P 

washed and blocked with 5% skim milk in PBS ^^^^ ^ree C the plates were washed, and 

MgCl.sub.2 was added. Sbsorbance was read after 60 minutes at 40b nm. 
S'^MliarS'Slpso;" Sivity o£ a„ti-idiotype-l„d.o.d „KP-epeci£ied a«ibodl^ 

^g .ln.';ere employed " ^^^^ J-JJ VS'^ti!^^*^! 

s^:^rs:aS?y'sr?iS.?s^-L s;a r^^^ 

Ig02a subclass), ^h. "peoi rorty f £^lgf|Sf ,^^,™bf ^J^J-SeP ^Abl, adding the C9F5 
microtlter welle »ith F(ab )■!""■ ^ .'"9"'"","_„,i.^„,. j„a Fo-speoi£ic antibody as 

rn^j-ip-MjEfti-cfir^dotr^^ 

anti -idiotypic MAb functioned in vitro as a molecular mimic of MEP. 

Detailed Descripti on Text (27): mcd 
C Binding ot the anti-id iotypic MAb to human antibodies to MEP 

^^^^S^^^^^^..L'S.^ resulted in production -^opsonic in a^^^^^ 

of the vaccinees. Garner, C. V. and Pi^r, G. ' .^J^^" J^^, ;di;3 MEP and their Fab 
anti-idiotype C9F5 bound to ^lll^' ^^l^^lll^^^^^^^^ sera from four 

as a source of opsonic -tibody. Intact opso^ individuals. None 

bound the anti-idiotype, as ^id Fab preparations J 3tudies showed that, 
ll l^^l r=of^pTrtf!^enip^(lo2 ^g/S?,^t^e-a^t?Tdiot^ic MAb did not bind to the 

opsonic antibody preparations, 

T'^i:!^^T^:t^:i ^ JSLoai.s in syngeneic BALB/cByJ mice with anti-idiotypic MAb 
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Detailed De scription Text (30) : pf^w.) sub 2 of murine anti-MEP MAbl as well as 

Since the C9F5 anti-idiotype b°und to ^^^J Ksub.2 or mur molecular 
to human oP-onic_amtibodies and Fab f ragme ^.^^ ^^^^^ ^^.^.^ 

mimicry of MEP, whether -^m^nxstratxcn of ^^^^^f ^^^^^^^^ fnjected with 20 ug of 
antibodies to MEP was investigated^ Seven BALB/cByJ mi j ^^^^ 

Previous experiments had determined that 20 ug of the anti la yp ^ 
highest antibody response to ^EP- Administration of the ^^^^/^^;^^^^„i,3tL„. Higher 
schedules yielded anti-MEP antibody of the ^S^J^^^^^^^.J^^ remained solely of the IgM 
titers were obtained with repetitive doses, ^^^.^'^^.^^libgZ^^y^ IgG.sub 2a antibody 
class, control animals itrmuni zed with four weekly JJ-ug doses ot ^J^9^ ug of 

against Sendai virus made -^-f^^^ll^Zl.llJ^^l'^^^^^ 7 dayl of 

iiiiliiiiisir 

Detailed Description Text (33): 

F opsonic ability of the anti-idiotype- induced antibodies to MEP 

^ssij ^Serum obtained from lALB/cByJ mice immunized v'ith ant i-idio type was poorly 
opsonic, perhaps due to restriction of the response to the IgM isotype. 

Detailed Description Text (35) : . , 

G Fixation of complement to the surface of mucoid P. aeruginosa by the 
anti-idiotype-induced, MEP-specific antibodies 

cfu after the fourth immunization. 
Detailed Description Text (38) : 
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„EP, th. «lor constituent of th. .lime ^h.t co.t, .nucoid aer^^ 

clearance via opsonophagocytic kiiiing. ^^^'^"^^^ diff erent func tional characteristics, 
disappoin ting opson ophagocytic-killing antibody response. 

Detailed De scription Text (39): SHiotvoic antibody to an opsonizing MAb 

The present specitication describes an ant i- idiotypic a^^ ,P ^.^^ ^^^^^^ 

specific to MEP that immunologically mimics MEP ^^1^°^^^;^ ^^^^ opsonic anti-MEP 

The anti-idiotypic antibody binds to F (ab )^^ub^2 J^^a^^^J^^^ MEP-specific antibodies 
MAbl, blocks binding of the same anti-MEP MAbl to MEP, elxcit s^^^^^^P^^ obtalHid^ 

- viJ^ in tiHbLnce of actual^native 



antigen. 



seen primarily as "self antigens poorly able to recruit T cell help. 

Detailed Description Text (41) : ■ nr.u m-i Kv t-hp anti -idiotvpe were of both 

The antibodies to MEP induced in allogeneic C3H mice by the ^J^^^J^f gicited against 
IgM and IgG.sub.l isotypes. IgGl -^^l-^^^^P^^nif L^f ro^LLB/cB^^^ in MHC 

T cell -dependent protein antigens, ^ince C3H mice ditter trom / ^ ^.^^ ^he 

opsonic epitopes on MEP is required for maximal phagocytic killing, 
had opsonic activity against mucoid P. aeruginosa. 

lines which produce antibody having similar qualities, characteristics ana 
effectiveness as those disclosed herein. 
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infection. Vaccinatior. techni^es -d -thodologies^a^^^^^^ 

be readily adapted by one skilled .r. the art to e^_^ 4,160,023 are iricorporated 

herein. The disclosures of U.S^ Pat^Nos^ -i^ ^ treatment, it may be necessary to 

herein by reference in their «f ^"^^J^'e the C9F5 anti-idiotype to another 
link the C9F5 to a carrier such as to '^""^ugate tne u ^^^^ diphtheria toxoid 

protein to enhance its i">™^'i°9^f'=^'^y; ^ dipSerta toxoid and exotoxin A is 

Detailed De scription Text (48) : v,-„_in in its broader sense to include 

A "pharmaceutical preparation" ^^^f^^^^^^^'" Jdv in accordance with the invention used 
preparations containing a composition or antibody ^ccor ^ purposes as are 

Lt^only for therapeutic or inocu atio^^^^^^^^ ^.e^aration is 

^be ll,Z.r.:i ^e^g^ent- hL ^ '^^^^l^.T^^:^^ 
IfJii^ulSr^^mSimnt ^h^oSd^o^t^irLS^S^icient to obtain the desired 
growth . 

Detailed Description Text (50) : substitute for MEP antigen for diagnostic 

C9F5 anti-idiotype can also be used as a ^'^l'^^^^^" ^ ^ specimen. For example, C9F5 
purposes, such as d-^ecting the presence of jr^ibog ^faHSlSA plate lo detect 

anti-idiotype can be substituted for P^^^^^^^/^^^o or^bouSd onto a substrate such as 
anti-MEP antibody . C9F5 antibody can be °to be detected, such as anti-MEP 

an ELISA plate. The specimen containing thejntibodx to be de tec^ specimen 
antibody, is placed in contact with the ^^^^.^^yed to detect t he presence of 

then binds to the C9F5 . Detection '"^^"^^^^\5^^\^'"P^°^^sed whereby the specimen 
bound anti-MEP antibody . The Procedure ^f^^i^^J^^^^he lEisA plate first, and the 
containing the antibody to be detect he 
C9F5 antibody is applied thereafter, -^-^^^rnativexy , f ^ antibody to be 

subst rate, sL h as nitrocellulose paper in a Western Blot where the^^^ 

with the novel antibodies herein. 

.. .„ ELISA Pl.t. than P-'^jSl J^.^^J eSil??' „rS?iEodil"th"f d2 CFb! incluai„9 MEP 

non-specific and binds to a greater ^^^^''''^ — popF— n binds to protective, 
antibodies that are nonopsonic -J --P^^^f,-:, Seud^Safimmunit?. The use of 
opsonic antibodies and is thus a oecuer =ni-iaen both as a vaccine and as a 

cIfB anti-idiotype as a substitute for purified ^ ^"^^f ^re working with and 
diagnostic tool or probe, also has the advantage that ^he workers are work g^^ 

handling a non-toxic, essentially --^--^^J.^ly Pathogenic and hazardous mucoid P. 

^^n^iti^e^ and Zll ^^S^m'^^^^^r. L^eLive both to produce and 
purify. 

D etailed Descript ion Text (52) : soecific probe, using 

C9F5 anti-idi ot^e, since it is monoclonal, can be used ^^^^P^^^^^^ ^^'^^ it can be 

antibodies to mucoid P. aeruginosa. The C9F5 anti idiotype w ^ similarity 

tl i llTnlllill can bl ua.ful for diagno.tlc and rea.atch purpoa.a. 

other R.ferenc. P"''!'-''""" ' . ■..Jli_.J Lipopoly.aocharid.-.pecif Ic Antibody 

l~%.%.tk.^rlik.^nllt"X: S»nal Jl^lo.o^y. pp. ieS.lS3 ,.a„. 1, 

1991) . 
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r.^y,^^ pc^f^r-^nne Publication (3) = inHnced LipopolVBaccharide-Specif ic Antibody 

(Feb. 1, 1990) . 



^fh-r P^f^r-^nce Publication (4): tcillina Antibody to Pseudomonas aeruginosa 

SS^^SdfrXncoSiizel ISliKt^ with Cystic Fibrosis", The New 



Pier, G. B. , et ai 



England Journal of Medicine, vol. 317, pp. 793 /y» P 
Other Reference Publication (5): ..j^^^typic Antibodies ; Implications of 

Di.ea.e., vol. 151, pp. 761-765 (May, 1985). 

Othar '"■t«rence '■"t'l^;"'™ ''i„.i™«,„t and Charactarization of an Anti - Idiotype 

Infection and Immunity, vol. 56, pp. 1120 112/ Uiay, 

O ther Reference Publicat ion (7) • ani--ibodv- Induced Protection Against 

g^fSklSSS"""»^SJ5oS=!^^ vox. 5S, pp. ,.u,.. 

1990) . 

Other R eference Publication (11): o^^^r.-;^ TCill ina Antibody Response to 

Clinical Research, vol. 38, p. 390A (Apr., 1990). 

vaccine, I.o.yp.^.«t„„ o^_^^^ ..Un^ton, Va., Oct. 

90 . 

CLAIMS : 



American 
3-6, 1990 



1 An anti-idiotypic monoclonal antibody or a ^i-^f^fragment thereof sa.d^ 
antt^ody or bindEg fragment ^^ereo being produced by the cell^^^ ^9^ properties 

:fd SKStiStfcr:rthe"°celf l^inl^Leing AT^CC Accession No. HB 1071S. 

A composition comprising an anti-idiotypic mo— ^ ..tib^ or binding fragment 
thereof according to claim 1, and an acceptable carrier. 
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Dec 7, 1999 



DOCUMENT-IDENTIFIER: US 5998381 A 

TITLE: Compounds that bind bacterial pili 

Drawing Description Text (2) : formation of intermediates in the design of an 

FIG- lA schematically snows ^^^'^^^^'^J'^l^^^^ shows the final step m 

antibodiotn from the dialdehyde of FIG. IC. 

gfi ^-d^^c-iaf^oildl hlSi-assays.fo. --f^- ^^L^H^ "^if a testing 
schematically shows the binding of secondary reagents. 

Detailed De scription Text (22): ^-h^raoeutics for the prevention and treatment of 

The present invention also relates to ^^^erapeutics tor p treatment 

blood-borne and toxin mediated diseases, ^^^^f ,f ^^^^^f Jell as other animals. The 
of sepsis caused by various types . ^^f ^^^'^^^.f ^J^^tvo neutralization of the effects 
present invention is particularly ^^^^^^ ^^^^^^''^.g -^^esent invention will be used in 
of endotoxin. However, it is '=°"*^^">Pl^!,^^„;^^J^f sepsis Although the invention may be 
the treatment of gram-negative and gram-positive ^epsis^ ai g 

used for treatment of sepsis due to one organism ^^^^^ gram-negative and 

caused by multiple ^ - ^^fnvLSn alsrc^nt^^lates treatment comprising 

gram-positive organisms) . The present invention . j.^ ig also contemplated 

enhancing the removal of organisms by opsonization. 

Detailed D escription Text (23): «,.i„hle antibodv-antibiotic conjugates or 

in accordance with the present invention, ,^°^^,'"^^^ff|rSuiarly, subcutaneously, 
"antibodiotics" are administered ^"^^ravenously intra musculariy 

intradermally, in^raperitoneally, intrapleur^^^ f pgsSoglc saline of at least 0.1 

conjugate is water-soluble if ^'^^^ ^^J°,';V''^^^A. measured at room temperature. The 

for both prophylactic and acute treatment. 

Detailed Description Text (24) : nresent invention is not 

While the benefit conveyed by treatment ^f^^lfj}^^^^ 

dependent on the understanding of the mechanism{s) by which s bacteria, 
conjugates -hieve yherapeutic result, i^ ^^so^ z^Iion 'of bacteria; (ii) bacterial 

^niing(~an?nr.^^^ 

reS""n^ i^Ttlfti^^ S/offs^ara^i^n of the LptL reaction) . 

;rll:cr°;tio ^orthrin vl^non i-olves: (I) — i^^Design and ^^^^^^^^^^^ 
Characterization; Co::^inations^' sLtion III describes 

fhf u^f or:;ttSodiSicrfor'^(irProSylactic use in Humans; (B) Acute Therapy in 

Humans; and (C) Veterinary Care. 
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Det ailed Description Text (28) : 

I. Antibodiotic Design and Characterization 

Detailed Description Text (29) : 
A. Antibodies 

Detailed ^^^^^^ . ^^^^ ^ ^^^j { tvnes of antibody (e.g., IgG, pentameric and monomeric 
in designing antibodiotics , types ^^ /^^^^^^^ ^ ^ contemplated . Nonetheless, there are 

the present invention is IgG. 

cost) consequently, the preferred antibody is non-specific. [Contrast C. H. J. Ford et 
al., Indian J. Pediatr. 57:29-46 (1990).] 

Detailed Df p^^^ ^^'^^ 867 973) describe the use of antibody conjugated to 

Sl^ifrob air:^-but';ith'':nttgen-;;ecific antibody . In -"^riitTT^e conjueates o the 

not beei a steS forward in the prevention and/or treatment of bacteremia and sepsis. 
While tLse pJeparattons should'^possess greater potency and ^P-i^-i^^^^^^" P^i^Mt 
sera they a?e: a) prohibitively expensive; b) frequently immunogenic; and c) exhibit 
unusGaSfshort circulating half-lives (typically less than 24 hours) . 

Kth^r^spe^rt^^cSg/S tcixii^ (a commercially produced antigen-specific monoclonal 
antibody) serves as a real life example; the price was approximately $3,700.00 per 100 
sfSS'ph:^coeconomic analysis indicated t^hat-even if product was used u^^^ 

slrict guidelines for acute cases-"its use could add $2^3 ^^ll^^" to the nation s 
h^^Tth care budaet " [K. A. Schulman et al . , JAMA 266:3466-3471 (1991). J ine expense ol 
CentSin Is such that it simply could not be used prophylactically. The con:ugates of 
the p^iseit invention, on the other hand, are produced from materials costing a 
trlclToTol this figu;e (e.g., $2.00 per 100 mg dose) because of the readily available 
inexpensive source of pooled donor IgG. 

need to be given repLtedly. Again, the cost of such an approach would be staggering. 

^^om'the ab:ef'it°shI:Td iow be clear why the limitation to "non-specific 
Immunoglobulin" is a critical limitation that is unique to the present invention. 

£ ci^ 

:?and^rdizatiS of the ligand that is attached, one f^ff '^i-^^J^^J^^^I^ ^i?^ ^^:ded 
theraoeutic Finally, non-specific IgG, unlike monoclonals, has a long halt lire neeaea 
Jor a DroDhvlactic (Compare the >21 day half-life of pooled polyclonal human IgG with 
the mean serim half -life of 16 hours for the human monoclonal antibodies discussed 

above) . 

ghr^o^^erci^f^roducrdL plaU a broad spectrum of opsonic and neutralizing antibody 
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activities. When administered intravenously, essentially 1°°% °f .^he ^"fused IgG 
antibodies are inunediately available in the rec.pxent-s -^^^^1^^^°^ ^^3"^"° 
half-life equals or exceeds the three week half-life reported for IgG in the 
literature. It is therefore quite acceptable for use m the preparation of 
antibody -antibiotic conjugates of the present invention. 

Sr^lurse^^thf^ntusioro f^'large amounts of antibody in humans is contraindicated in 

the trace amounts of other antibody (e.g., IgA) . 

^^l:^^^^r^tLl%i^-^nti^io^ic conjugates of the present invention to 
ThL^^an^ -o^t-f ^h^Snjugate 

TelTol'^'thl skin surfa^ with surrounding swelling. Some patients, however develop 
anaphJLctic shock (i.e., a full-blown immediate hypersensitivity reaction). It is 
recommended that adrenalin be available for these cases. 

raeles^ro fan tlBfg -Intibiotic conjugate, a primary consideration is the mode of 
action of the an tibiotic^ Since the conjugates will be much larger molecules than the 
parent Antibiotics, only antibiotics that bind to exposed or f^^f ^^^^-^"'P^^- ^^gi^:,; - ' 

^r.^-inc;^ of the bacteria, fungus, virus, or parasite are likely to target tne anuipouy 



conjugates than the latter. 



St^bi^ticr^ag greatir in the type and species of organisms upon which they are 
ISiSe For example certain antibiotics such as the polymyxins are far more effective 
Sinst gram^nSa&e bacteria, whereas other antibiotics such as vancomycin tend to be 
more effective Igainst gram-positives. Some, like the -Ph-1-P°--^; ^ 
b^oad-soectrum penicillins are comparably effective against both types. Other 
antibiotics such as amphotericin are primarily antifungal agents whereas amantadine 
exhibits activity against certain influenza viruses. In designing antibody-antibiotic 
conSqates for the Sevention or treatment of disease one must consider the spectrum of 
antibiotic activity desired and select those antibiotic (s) that are active against the 
target pathogenls) and, as described above, act primarily on exposed components of the 
pathogen (s) . 

Sithini f::^iyot°LSL ttci^e.g., penicillins, cephalosporins, polymyxins) there 
arf structural features common to 111 members. However, there often exists a wide 
vaJietJ of natural and synthetic variations on this common structure that may influence 
Ihe activLrspectrum, pharmacokinetics, or other properties of the antibiotic^ In the 
design of antiEody -antibiotic conjugates, these ^tructural differences within a^ 
antibiotic family are important from two perspectives. First the activity spectrum may 
influence the choice of antibiotic; and, second, the chemical differences between 
rnSbtotics will influence the ra^^^ 

:SLf L^f mXi benSlTroS In penicillin C but ^he variable side chain group 
is a phenolic group with a primary amine side chain m amoxicillin .^he latter 
antibiotic presents a wider array of potential modes for cross-linking than does 

penicillin G. 

ghele^tl^^rpr^t^ctiora cl^ieled by the present invention is understood when 

compirld with'^other known approaches (see Table 3). For --P^^' ^^^^I^^^^^T^^^^f 
publicized monoclonal antibody Centoxin-HA-IA is capable ,'=^^'^^^9,^"^°^°''"J^^^^^te of 
neutralizing its biological activity. However, when compared to an IgG-PMB conjugate or 
the present invention, the monoclonal antibody is costly and suffers from low affinity 
and short hai?-life. ihe latter characteristics may explain why the human clinical 
studies have yet to yield clear benefits. 
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Sth:rstavr:tt^^te/tf rlduie the toxicity of polymyxin B by attachment to dextran 
[DA Handley, Eur. Patent Appl . Pub. No. 428486.] However, dextran has a half-lxfe in 
v;„m=r,= of onlv about a day By use of immunoglobulin according to the present 
J^ention, a much longer half-life is achieved (see Table 4 and Examples 24 and 25). 
Deitran? haying no Fc receptor (FcR) , also has no known capacity to promote 
opsonization or activate complement (O- 

of different amino acids found in proteins or peptides. As summarized in Table 5, 
various functional groups will react with primary amino groups, carboxyl groups 
WHr-o^vl arouos or thiol groups of proteins or other compounds. In the design of 
a ntIbody -lntibi;tic con^gltes^ the Reactive groups of both the antibody and antibiotic 
must be^ considered. In general, antibodies have many reactive groups that can be used 
in direct conjugation schemes (amino acids containing primary amine, carboxyl 
hydroxyl, thiol [after reduction]) or modified groups (glycosylated amino acids that 
can be oxidized to aldehyde; or primary amines that can be made thiol -reactive) for 
conjugation schemes. Individual antibiotics will not, in general, P^-^ ^^^^ /^^^^ 
different reactive groups and offer fewer choices for conDugation to antibodies. The 
selectJon of an Intibio^ic from a family of related compounds and the selection of a 
cross-nnk?ng scheme must take into consideration the reactive groups on an antibiotic. 

^^^^^^M^y Vnflu.no. the activity of individual antibiotics and the 
efficiency with which they are conjugated to antibodies. In the design of 
antibody -antibiotic conjugates, the discovery of more optimal ^^^^^^'l^^^^^f „f J^^^ 
the empi rical analysis of conjugates prepared using varying concentrations of different 



cross-linkers. 



Detailed Des cription Text (66): ,,r.or, 
The in vivo safety and ef ficacy of antibody -antibiotic con:ugates will depend upon 
their activity, toxicity and stability. Thl selection of the cross-linking agent may 
also affect these aspects of conjugate performance. For example, in addition to 
influencing the activity of the conjugate imparted by the antibiotic, the cross-linker 
employed miy affect the properties of the antibody. Effector ^--^^^ ions dependent upon 
the Fc region of the antibody such as opsonization or complement fixation may be 
influenced by which reactive groups are utilized and their location on the antibody 
molecule. Furthermore, some cross-linkers may cause adverse reactions by ^l^^^ing an 
immune response to the haptenic groups on the cross-linker. Finally, the m vivo 
sSility of the bonds created by the cross-linking scheme may vary in important ways. 
Disulfide bonds linking the antibiotic and antibody may not be as stable for example, 
as amide bonds created by other cross-linkers. Dissociation between antibody and 
antibiotic may not be tolerable in cases where long-term prophylaxis is desired. 

;Ce1r:senrint^nt;on':on tIgl;tes the use of antibody analogues. Antibody ar^logues 
are those compounds which act in an analogous manner to antibodies. In one embodiment 
the Sesent invention contemplates fragments of antibodies (e.g^, Fc fractions) to make 
antibody -antibiotic conjugates. As herein used, the terms "antibody" and 
"immunoglobulin" are meant to include antibody analogues. 

Detailed Description Text (69) : . . ., , 

The present invention als o contemplates the use of fusion proteins containing antibody 
effector sites as applied to the Immunobiotic . TM . and Immunoadapter. TM. approaches. 
Specifically, recorrfsinant proteins representing human antibody sequences can be 
employed as a framework to attach targeting ligands. 

Detail ed Description Text (71): . „i 

Antibiotic compounds have been isolated from many different microbial, plant and 
animal sources and new promising compounds continue to be discovered In addition, 
lyithetic derivatives of natural compounds as well as wholly synthetic compounds such 
as small peptides are also being screened for antibiotic activities in many 
labo^tories. As used herein, the term "antibiotic" refers to any chemical compound 
which destroys, inhibits the growth of, or binds to microorganisms (i.e.. 
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..antimicrobial.. K It is not intended t^.t^^' J'™ S:,i»^^1„»iLrc^^:^"nrK"h' 

of Sbidy -antibiotlc conjugates utilizing antibiotics from all sources. 

S:'lII:°ch::^"s^ec.tS t;'o^^he antibodiotic by inhibition of bacterial toxin 

binding with the antibiotic. 

Z'e'i;' a»i''th;!iSy SU£ inhibition of organic, growth in liquid culture. 
g:r'tj^;i?;°"ntib;;tifx ii'' initially be evaluated by Mod, I. In thi. Mod. X is only 

to an identical assay of unconjugated antibiotic X. 

yf^helcgieity'ot^X-c^is gooi! it is further evaluated in Mode IIA. If the activity of 
I nVa noor X is evaluated in Mode IIB. Both Modes IIA and IIB contemplate covalent 
a;tachment Mode Illuses a cross-linker to create "X-c-Ig", while Mode IIB does not 
uii a croi;-Unker and generates "X-CHO-Ig." In both cases, the antibody-antibxotic 
conjugate? or simply thl "antibodiotic", is assayed on a solid phase assay such as 
shown schematically in FIG. 4, 

;S";r o"an^£"e ^eVin the eolid pha.e a„ay to coat a micro.ell or other 

^ ^ ^^^^ ^chor^ 1 RTfi 4A) The antibodiotic is then added to test tor 

^lllZrisli 2'^^^^^^^^ --'^ - rr^^ffor''^ 

bindinq The an tibody portion of the conjugate may thereafter serve as a target for 
secondary rea gents (I g-, goat anti-human IgG antibody having an enzyme reporter group 
^uch aHorseLdish peroxidase) (see Step 3, FIG. 4A) An approprxate substrate for the 
enzyme may then be added (not shown) to generate a colorimetric signal. 



g^neg p^rtioforthrev l^uition involves testing the antibody -antibiotic conjugate 

growthlnhibition and/or bactericidal activity (Mode IV) . This xs the -me assay as 
shown in FIG. 2, the difference being that now the complete con] ugate X-c-Ig (or 
X-CHO-Ig) is evaluated rather than just the antxbxotxc (X-c) . 

^hougi^fufconsSStx^f of'the results of each of these steps allows any antibiotic to 
bS SSzed ?or potential use in the form of an antibodiotic . Following these xn vitro 
^ests the antibiotic can then be evaluated in vivo for reduced toxicity and 
pharm;cokLetics."Hitibody" and " inm>unoglobulin" are meant to include antibody 

analogues . 

;h"^r;Lnr;;vSnSn";Te o'"L antibiotic, „o„-coval,ntly "''h 'he P°te„t eft.ctor 

functions of antibodies. In this manner, the antibiotics serve as high affinity surtace 
binding liga nds A hybr id molecule is created with antimicrobial properties superior to 
antibodies generated through natural infection or vaccination. 

ghelm^uno^daptK^TM-'for mirtakes advantage of ligand targeting via a non-covalent 
link to the antibody through the antigen combining site. This xs accomplished with 
Immunoadapte r TM co mpounds that consist of the surface targeting ligand (e.g_ 
antibiotic) attached to a hapten that will bind to specific antibodies. This £°rmat has 
several engineering and therapeutic advantages. Small molecule targeting ligands can be 
eSJneered^isIng synthetic organic chemistry independently of the antibody protein 
!this avoiding ?he^problem of damage to the antibody by contact with J^^-^^^^J^^"^^^ " 

This flexibility in chemical synthesis allows a limitless range of small molecule and 
peptide ligands to be used. 
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Detailed Descripti on Text (95) : ^-H nassive immunotherapy regimens. In the 

This format is contemplated for both ^^'^^J^ /^^^^^^/^turally-oicurring or those 
active mode, the patients circulating 5n|ibodiM (^^^her natu ^^^^^^ ^M. 
resulting from vaccination) can ,f ^^^f ^^/°^?^J^tonceJns when using donor 
t^S.ZtJ'^'.lsllli"^^^^^^^ S ^^timal in some cases, and can be 

lillHirfrom spe^Jfic'^donor!^ cell c^Ht^or recon^inant sources. 

;i;king'c£::ist Ki:- -cS cl'of ■ reactive groups, efficiency of reactions, placement on 
antibody? length of spacer arms, novel reactive groups 

^^^^^^^Jell'.on of effector functions, solubility and serum half -life 

Detailed Description Text (102): 

II. Antibodiotic In Vitr o and In Vivo Efficacy 

Detailed "^^'^^iP^i"" auestion was whether the antibiotic portion of the 

In the previous section, the key question w native antibiotic. However, it 

conjugate shows the same or ^^'"^l^^, ^^^^^^^^^^^^^^l^^^inert carrier . The Fc portion 
must be emphasized that i™°9i°t,ulin is not simply an ^J^^^ distinct 
of the antibody can ^^iate pathogen elimination ^^^^^^^f ^^^^^.i^g binding of 
from the effects of the antibiotic, ^^^^^i. classical pathway of complement, 
antibody to antigen, the Fc region activate ^he classical p ^.^j^^ate to 

-VoodTt^-.^^SolSy? ^l^.r^t:^rS^r^^^^^ Company, Inc., 
Menlo Park, pp. 339-340 (1984).] 

substantially similar to that of normal IgG. 

DHta iled Description Text (106): s kh ot- H coniuaates which, while not 

The present invention contemplates 2Htibo|x-antibiotic con^uga^ , ^^^.^.^^^^ 

activating complement systemically, P^^^^ °^^^^J?^ted wMch bind phagocytes via 

pathogen killing. Furthermore, conjugates are contemplated ^^^^P^ J ^Lt the 

?he FC region to facilitate pathogen elimination^ Thus , it^ P^^ ^^^^^^^ 

-^^l^yilTs^'lVlC^^^^^^^ of sepsIi^iTThTTHated patient. 

S:;:aLHr arSn;ff i^^^hich the.con^ugate is used i-ivo (acute p^^^^^^^ 
etl.), the conjugate will be present in ^^ackground of the entir p ^^^^^^ors 

S-s-SSn^us^Slb^ — • 

be so because of weakened tumoral immune defenses^ For ^^xs reason,^^^^^P^^ ^^^^ 

invention contemplates, in one '^^^i^^^'-^^termination can be made by 

prior to administration of the antibodiotic This gtermination^^^^^_^^^^^^^ 

Lreening PO-ntial risk groups ^^l^l^lll^ll^l^^^^^^ Ul-ll (1987).] 

IgM levels. [B. Stoll et ^^^^^^J^^ tant with the elderly, full-term and 

bum and other trauma victims. 

Detailed Description Text (111) : levels and low levels of 

Where the immune status is poor - ^gbodi^-antibiotic conjugate is 

Se^^f-^be ^lE^tlc'Verfthe^osfs i=^atus is good, use of the 
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conjugate will support the endogenous anti -bacterial defenses. 

Detailed D escription Text (112) = itself must be effective against 

For optimal in vivo treatment, the con:ugate ^^^^^L^^^^^^^i^ Thus, it is contemplated 
clinically relevant organisms, non-toxxc and against gram-positive 

that the Lnjugates of /---^.^nommonirasso^ sipsis (Ig., E. coli 

and gram-negative o^9^'^^^'"^/'^^'=''^^^^3^°3S ^aureus, S. epidermidis, etc.). It is also 
K. pneumoniae, P. aeruginosa, Py°gen^^' ^ .^"^ ^ / animal. As with any 
contemplated these conjugates will aqainst the infecting organisms, but 

chemotherapeutic, the conjugate '"^^^ be effective against | to the 

not harm the host. In addition, in f ons as serum sickness upon subsequent 

infecting organism and P^^^f^^'^^^^J^^ ^^^^'^e^ves must L non- immunogenic . This 

administration of conjugate the conjugates ^^^^ on battling the infecting 

characteristic permits the immune -^^5^^^°^^^^^,^°^^^ ^/ treatment . As if is 
organisms, rather than attack the =°"^ugates intendea ^^.^^^ n^ultiple 

contemplated that these conjugates may be ^^"'^"^^^^^^ pathogenic organisms) it is 
times (i.e., upon subsequent ^^P^^^'^^^^^P^^f^'ainL Sf conjugates themselves. Such 
important that the host not produce antibodies ^9-^-^,^^^^^°^^ J the conjugate upon 

laignrfdmini^trrtirn 'or ^eJSl fn i^Srious, Ventially life-threatening 
hypersensitivity response. 



Detailed D escription Text (113) : „„orlv immunoqenic due to high concentrations 

conjugates which are non- immunogenic or P°°f ^™°3|nic i^eptides entirely 

of D-configuration amino acids are ^l^°'^°^^^^f^^^^ii^ff^rimmune response . [M. Sela, 
comprised of D-amino acids are S^n^rfly ^^'^ll^^o^^^^^^^ eds,), PP^ 29-129 

tx9s'rr?hur SnjugaS^; S'a s^nthet^rantimicrobial^comprised entirely of D-amino 
ic?ds ti the antibody would be beneficial in the present invention. 



Detailed Description Text (114) : 
III. Antibodiotic Applications 



sepsis is suspected. 

Detailed Description Text d^l) • ^ antibody-antibiotic conjugates of the 

administration of standard antibiotics both in order to bind ^^^.^ aggressive 

during microbial growth, as well as a P^^P^^^*'"^^ ^^s due to endotoxin release 

s?oSi"p:iS sntnr.ei/ns"S,.enssfc,;^/o.\„t,a?.„o„,.., ..... 

to directly pllce the compound in the needed location. 

D etailed Descripti on Text (142): treatment of meningitis caused by 

in addition, th^ present ^--f/^-^^^Tf f^^L^^L^^^^^ tLt certai^ conjugates will 
gram-positive organisms In this ^^9^^^^^/ , clearance of any endotoxin present in 
again act as an endotoxin sponge, enhancing clearance or y 

1 i_n J ^j/^-.- r<cT7 Hn^ to increased bowel mucosa perineao±x j.(-y . j.^ 
the blood and/or CSF due to increase vancomycin -antibody conjugates) will 

contemplated that certain conjugates '"^ ' ^ Z^"^"".^^^ gram-positive 

capsule will be neutralized by the capsular sponge. 
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gram-negative bacteria accounts for ^^gn^f^<=^f j Vet Res . 47:2554-2565 (1986).] 

livestock, such as calves. [D. D. Morris . " ' J^^/./^^^^^ptibility to sepsis and 
interestingly, humoral immune status xs agaxn JJ^f Ji^^^^eason! the 

Detailed De scription Text (145) : levels), the conjugate should be 

^evalent in neonatal calves even with high antibody levels. 

-Srth^Xecrt ythrmodf of'adiinistration, the antibodiotics may be employed for 
of antibodiotic in sterile water or physiological saline. 

Detailed Description Text (155): , ^ K=r,^f -i r-H t-o first clear any 

administration of the antibodiotic . 

Detailed Description Text (157) . strateaies to create anti-inf ectives with the 

";^;^r:f SL" ir?r\hf ifns's?™ hiu-^ff dasi.,bl. Eec,„L . .ingl. dc. in 
thS needed for extended prophylLls. Lo» cumulative do.ing, constant .erum 

l"ntr.Zl"u.l'll'S-..^l ^r^S"nj!?LS"i;^, pa.tioui,rl. antiMotic, 

often arises in the flora of the GI tract. 

gysynthe^irofi^lSL rifslTM. compounds by the genetic fusion of peptides that 
Snd to microbial surfaces with fragments of IgG by methods that retain the Fc 

targeting ligands'^attached to haptens that will bind to specific antibodies . 

1) oroduce a highly potent immunoglobulin formulation specific to a molecular target 

^t3^ ^i^-^^i^ ^^^^ f^^:T 
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emergence of resistant organisms. 

Detailed D escription Text (163): ^^^^^nnH is constructed bv covalently linking 

in one embodiment, an ^--^-^^^P^^^.f 3 ^^^^^to bin^thri^^unS^^ . TM . compound 

Stff er eit spect rS of pathogens by altering only the ligand and linker. 

administration and complexes are formed by ^^P^^" ^'g^^gg i^ ^^rph^^lcokinetic 
noncovalent binding) . These complexes are ^^P^^^^'*,^" f ^P^^^travenous injection, the 

tissues 



cathoo^s Examples of preferred haptens include, but are not limited to, 
^!nSophenS? haptens Recognized by antibodies to blood group antigens. 

;re^pr:senrxnv^ntion':on tlmp;ites the employment of vaccination to °^^-i"^igh titers 
of h^nten-soecif ic antibodies. The vaccine can be entirely novel, for example the 

for protection. 

ghe^ll^gnol^g^'Sn^be'S loyld^for the treatment, primary P-P^V^-^^ ' -//^^jf 
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., J ^ 4- =..ff-ir^-ipnt- to orovide protection during the recovery 
induce carrier antibody titers sufficient provi p chemotherapy, and an 

cycle. I^oadapter.TM compounds can be a recovery phase . The replenished 
=Sd1ori^ ll^^'^l 'of Sinoa£Se?^™.^compounds can be used for protection 
during the next cycle of chemotherapy. 

Detailed Description Text (IJ^^ ; notice are travelers requiring temporary protection 

Detailed D escription Text (174) ■■ examole where the specific need may be 

Finally, rapidjniiitary 'l^fl^Y-^Sne vac^^Stion S maintain titers of anti-hapten 
unanticipated but there is a J^'^""^^^"" is qeneric to Immunoadapter . TM . 

antibodies that can be complexed with a hapten that is generic 
compounds with different target specificities. 

Detailed De scription Text (175) : font's endoqenous levels of antibody prior 

It may be desirable to 1) determine patient sendoge ^pn^plexed antibody , 

to treatment and 2) monitor serum ^°^^^"^^^^^°"J^^^se when fluorescein is used as 1 
The following formats may be employed for this purpose wnen 



hapten: 



Detaile d Description Text (179): r-ontured bv an anti-ligand antibody 

^^^^ is\i.hi^ 

SbeSd or used with a secondary anti-Fc antibody that is labeled. 



Detailed Description Text ^ll'i> '.^^^^^^^^ antibody can be determined by an ELISA 
detected by an anti-Fc antibody that is labeled. 

the icop. of infectious di.e.se. For 5n|iS°aiJU°^ia » 

riSor.^.'i!:^?Si?rr„Lot.op^i"er„r^^^^£^^^^^^^ 

deposits. V ^^^0^ 

Detaile d Description Text (188): 4- k-i ^^ -1 t-o ^ carrier (i.e., in this case 

This example describes at'tempts to -'^^ach antibiotics to a carrier U^^ , ^ 

antibodies ) . In this ^-g--'^' . .f "^^^^^ [5^^^^^^ 168:323-331 (1989).] In 

S5le!^S: I^nS'of rcSbSiTmid^crS!! in^.L to conjugate polymyxin B (PMB) 
to human IgG was analyzed. 

Detailed De scription Text (195) : incubated with the human antibody 

In order to detect bound antibodies, the i^^^^^^^i^tS^ of goat anti -human IgG 
conjugates were incubated with 100 .mu.l ^J^J^d the wells incubated with 

(whill molecule) -alkaline Phosphatase con:ugate(Sign^) and the we anti-rabbit 

the rabbit serum were incubated with 100 -"^^^1 ^ (siama) for 2 hour! at room 

Co. sub. 3, 10 mM MgCl.sub.2, pH ^ • 5 . Atter 45 minu ^j^^qq plate reader using 

£r„r"„?Lr:iiif L""arr?:^i» r°„r, *:.°?Ef fo? the ..^hit =o„t„i 

serum and EDC-con jugates . 
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Detailed Description Text (196) : „-„itive control serum, as expected, bound to 

capable of detecting LPS binding antibodies. 

Detailed Description Text (213) : present in molar excess over IgG and 

In the previous two examples, cross-linKers were P^=° , . example, IgG was 

were mixed simultaneously with both ^J^^^f J^^^^ed? and tKn ^MB added to 

first modified with the ^^Svlt? of PMB might be improved and 

the coupling reaction. In this way the ^.nding activity of^^ ^9,^^ ^^.^^ 

the non-specific binding of the IgG reduced^ So sun 3 (Pierce) , a water soluble 
coupling reagent that was '^^^^^^^^^^^^Jf J^;^?^^^"^ (a) tw^^^^ conjugation of IgG-PMB 
analogue of DSS was employed. The example ^"Y^^^^^" g^^^''3 . (c ELISA of 

with EDC; (b) two step conjugation of IgG-PMB with Bb.sup.J , a 
conjugate binding to LPS. 

Detailed Description Text (239) : acetate buffer was achieved by 

a) Periodate oxidation of IgG in pH 4 . 0 soaium ace solution with 200 .rau.l of 

dissolving 5 mg human IgG in 1 ml of water ^"'^^^^^"^^^^^^^^^"^i^l^a^etic acid in 100 ml 

--is-- - .L... w eel 

Sur"io„ on . P-10 colum in 50 m N...ub.2 C0.=ub.3, pH 9.5. 

to antibody . 

Detailed Description Text (244): multi-step schemes for conjugating 

activity. 

;^;M;ir;t1^;S.H! nan|';.f Antibodlotic to LPS by Antibiotic 

;r;rd;r grS^t£^;n.";S t 'S' ,ntibod^-.ntibiotic oonju^jte binding ob.erv.d In PIO. 5 
: Se"<-/^-,.ntibiotic ..r^o blo^ oon,u3.t. ^^ ^^J^T ^ ..e. 

Snii Ssyn^h: degree of conlugat. binding to LPS in th. p.e.eno. of 

different concentrations of free antibiotic. 

Detailed D escription Text (275): ^ , k-; -l v«=! n^r formed bv adding an equal volume 

a) Mixing of antibodiotic with ^ [^^^j^^f "^!pP|i°5'"gaS in Pal-Tween 20 (0.05%) 

of a 1:125 dilution (32 mu.g/ml) of the SPDP IgG ™^^°^3ugat hundred 

"u^^?^(S/~ -Sning^S-r^°u:rorPMB^an?3.2 .mu.g of conjugate was 
then assayed for binding activity. 

LPS (i.e., via the conjugated PMB moieties). 



Detailed Descripti on Text (278): ^^^-i^^^-ion of the extent of active PMB 

i?^'5ro;!/»oi"„?f ^j%r.^rp^S.'nrr2S'p™ S ^o„c,nt..tion on 



50% 

8 
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e,ua. .o .....i.es.XO sup..) one ^ T.^f^Tr^.l^o^S^i^^^^^^^ 
molecule per four ™°lf ^l^^^.'^the a^tuafdegree of IgG conjugation with PMB xs 

ITlill ^ne PMB conjugated to each IgG molecule) . 

De tailed Des cription Text (282) : buffer was achieved by dissolving 10 mg of 

D Periodate oxidation ot IgG in P^o^P^ate butter o.Oll g sodium metaperiodate 

himan IgG in 1 ml of 50 "^^^^^J.^f 3J' J^.tes at room temperature, the periodate was 
{final concentration 50 mM) . ^fter 30 minutes ^^^^^ equilibrated in 50 mM 

Srs^b^l^;i ^7"2^^?hrper. ^^^r^^r^^L. ---Z — concentrated 



to 1.5 ml . 



De-tailed DescriptionText (343): ^^^-n-it-ofe clearance of organisms, 

one of the tuncLons uL IgG is to oes2|1^ and ^-^^^/^f ^^^^^^^e whether this property 
toxins, antigens, etc by gagocyticcells^ in o^^^^ ^^^.^^ molecule, remains -ntact in 
of IgG, which is facilitated by the Fc region periodate, the binding of IgG-PMB 

IgG conjugates that have been prepared ^competition assay. This assay is 

to human monocyte/macrophage =^i^^/^^/™e^eptor binding activity of hybrid 
similar to that employed to examine the m^lHl ^iral receptors. [D. J. Capon et 
recorrfcinant antibody fragments f-^-^^^^^^^^^/^f ,\ature, 3f9:68-70 (1989).] The 
al., Nature 337:525-531 (1989); A. ^raunecker et a , ^^^^ albumin (a 

exa;ple involved: (a) P^^P^^^'^^^" fi,%Srconjugatey! and (b) assay of IgG-PMB 
roSSatrSdlnftf Jreptfrf :r;rhuS ^U937 monocyte/n^crophage cell line. 

^^^^^^^r^r^iint. constant ^'^^ ^ 0.5 ml of PBS 

(1. times. 10. sup. -8 M) was incubated ^^^^ ^^^imes^io^ Lncentrations of the unlabelled 
containing 2 mg/ml BSA, 0.1% sodium ^^^^^^g^^J^^^.^MB (periodate), and human 
competitor proteins: human IgG, ^S^'f ^if °^cubated, washed, and the amount of bound 
albumin-PMB from (a) above. The as described above. In the absence of any of 

radioactive .sup. 125 I -IgG was ^-^^^^.'^^^^'^^^^Slled IgG was bound to the -lis. The 
the human competitor proteins, ^2,029 cpm ot i ^^^^^ ^^^^ human IgG and 

results of the competitor assay Pi°"^°_^" ^perties to the U937 cells in that all 

both IgG-PMB conjugates have similar binding proper ^ ^^.^ ^^^^^^ ^^^^^ ^^^^ 

three lompete comparably well at 1° -"P^^^J^g^^J ^ periodate oxidation of the 
the modification of the IgG ^^*^h SPDP and PMB y P ^^.^^ receptors, 

carbohydrate side chains does not ^'"P^^^^^'^^.^^e Fc receplor-mediated opsonization of 
This suggests that the conjugates can facilitate Fc rec p^^^ .i^umin-PMB exhibited no 

roSti^^^rMrin^aS^rt^^^ ^coi^c^nti^tSs up to lO.sup.-. (data not shown) and is 
therefore unable to facilitate opsonization . 

^^^Sr^^^^^^AnVii,io.ic conjugate with Activity Against Gram-Positive 

Bacteria: IgG-Bacitracm 

^^^^^^^^cll^i^l^ to Gram-Negative Sepsis And Endotoxemia with an 
Antibody -Antibiotic Conjugate 

Detailed Des cription Text '364) : ^ecific IgG and IgM levels is performed by 

(b) Assay ot endotoxin m ^S^^.^P^i^^el of binding of different sample 

ELISA. Plasma or sera are diluted and the level of big^.^^^^^^^ ^^^^ endotoxin are 

dilutions to purified E coli J5 purified anti- endotoxin antibodies. 

rrS'TtSl^e? ^r^reroriagnSran^mmuSthL^^^^ 1:21-31 (1987); and M. Pollack et 

i?:, J. Clin. Invest. 72:1874-1881 (1983).] 

Detailed Des cription Text (367) :_ ^^^^^^it invention comprise a population of 

Because the IgG-PMB con:ugates of present i endotoxin, much less IgG-PMB 

antibody molecules all of ^^ich are capable of binding ^^^^^^ antigen-specific 

conjugat e is required than t^'^^JJS^^^^J^^ing^f 1-20 mg of IgG-PMB conjugate per kg 
^.Jt^J^^S:^ Jr^estorr^d^otoxin-specific levels to 
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.gtoreq.100% of normal levels. 

Detailed De scription Text (3^9) : cram-Neqative Sepsis. Endotoxemia, and 

susceptibility to inf^^^^ion there ^^/J^^^^^" ^^^^ gram-negative organisms and 
gram-positive organisms as well ^^^^^^^^^^^ J ^ cocktail of antibody -antibiotic 
Endotoxin. This is achieved administration ot well as endotoxin. The 

coniugates with activity against both 'z^^^H^V' ^Z. ^.^y, of infection; and (b) 
Smpfe involves: (a) identification of persons at risk^ ^^^^ necessary, total 

;t:i:^r.:tT.^l^^^^^^ i^giobuim 

levels . 

Detailed De scription Text (372): ^ . . , .^.^ntibiotic conjugates and, if necessary, 
bTAdJi^Ii^ii^^^n^^^^rT^cktail of and total immunoglobulin 

total pooled human immunoglobulin to ^«^t°^^.^"^^3en p igQ-PMB (1-20 mg/kg) 

i^vels^s carried out by injecting a ^^f^^^^^^^^^^^^^te {1-20 n|/kg) to increase the 
and a single intravenous dose of .^^^^^^^^^"i^^ Ltibodies, respectively. If total 
levels of gram-negative and gram-posit ive react iv sol ution of intravenously 

itmnunoglobulin levels are f " f °s°^doz For;chunginstitut, Vienna, Austria; 
injectable immunoglobulin (available f-°^^^f °^^^^,toriel, Berkeley, Calif.) is 

fdiSsSfed^rwlre^da^irun^if « ^^^^ - °' '^^^^^^ 

levels . 

P^^^^i^r^ Df^scription Text (391) : incubated with 100 .mu.l of a 1:500 

in order to de tect bound antibodies, the ^^^^^j^^^^^^'i^^eled antibody (Sigma) and 
dilution of goat anti-human IgG-alkaline phosphatase la^ ^^^^^^ary akibody solutions, 
incubated for 1 hour at 37. degree^ pbs Tween-20 SuLtrate [p-nitrophenylphosphate 

D etailed De scription Text (395): determine if anti-PMB antibodies are elicited 

This example describes an experiment to ^etermine it given 3 mg of PMB-HIgG 

in rabbits by conjugate administration^ Sbbltsrecelved additional injections (boosts) 
conjugate intravenously on day J^ese rabbits rece ^^^oeived 3 of HIgG 

at 2 weeks, 4 weeks and J --^s. As a -ntrol 2 rab .^^^^^^ ^^^^p. ..bbits 

alone at the same ^-^edul^d day ^f ^^l^l^^^,^ conjugate or IgG alone^ Sera were 
were bled every two weeks after receivi y ^ ^ anti-PMB antibodies, 

collected and stored at -70. degree. C. until testea 

p^^.m^^H Df^acription Text (396): .^;,hbit serum, a simple indirect binding assay 

in order to detect anti-PMB_antib2|^ in rabbit serum, P ^^^^^^ 

was developed. Each well of f .^e-well microtiter p .^.^^^^ pes. Control wells 

.mu.l of a 200 -mu.g/ml solution of ^IJ/H'^IIJ^^^^^ incubation at 4. degree. C the 
were coated with PBS only ' ^^ii^ were washed 3 times with endotoxin- free 

coating solutions were removed and ^^^f J^^^ ^^^e blocked by the addition of PBS 

PBS-Tween-20. The remaining antigen ^^"^,^^^9 ^^^^e^ f or 1 hour at 37. degree. C. The 
containing 10 n^/ml BSA (Sigma, tissue ^^^^^f ^f^^^^.^^ies diluted in 2% normal rabbit 
blocking solution was removed and test rabbit ^^^um p^^^ ^ positive control 

-t-e-m^^ch^cken ^aL^ii^P^B ^^^^^^^ iere' i^d in 
^diplL:?: :^^37'Sr:e.^C.1or^rh^:r^ ToSoiinrthis iLubation, the plates were 
washed three times with PBS-Tween-20. 

Detailed De scription Text (397) : incubated with rabbit serum were 

In order to detect bouadantibodies, the wells in . ^^.^ igG-alkaline 

incubated with 100 -mu.l of a 1;B00 dilution ot g ^.^j^ chicken antibody were 

phosphatase labeled^ntibody ^^^^'^^.^gon of goat anti-chicken IgG (whole 
incubated with 100 .mu.l of ^ •• 5°° ^^1^^^°" °' |) for 1 hour at 37. degree. C. After 

rei:eSg^£':eSdSriS™ ' "^^^ 
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Detailed Description T ext (398 positive control antibody, as expected, bound to 

The results in Table 2B show that ^he positive c _^^^^. p^g.^inding 

PMB. This validates that the design of ^LISA is capable o ^duplicate samples) 

antibodies . The results in Table (shown as sub ^4 indicating the absence of 

indicate that none of the ^^^-^^^^f ^""^^^^^rat! that PMB is not immunogenic, even on an 

^^"^» — "n^'f rL«L"!;r,Sin^ s-rij'si 

IgG ISlgma) in 1 Td of 50 "f'^"- ^S' !A, ^ MtL 30 »inSe. of iloubatlon at roo», 
mStaperiodate (final ~»"""tion 50 ■«) . MWr 30 »i ^^^^ by g,l 

temperature with gentle ™«»'»3 •;»'^„= "^""^pteioe) emllibtated «ith 50 rtl 
l^^^ °PK%" bif?:r"/hrp^^i"lraoSrns'SLiiin^ higheet a»unt of ^-i^ " 

monitored by A. sub. 280 absorbance were pooled. 

Detailed Des cription Text (430) : important immune effector function by enhancing 

Opsonic IgG class antibodies mediate an ^'"P°^^^"'^^^7^.f ^ al . , J. Infect. Dis. 

the phagocytic clearance of extracellular ^a^teria [Raf f et al , ^^^^ ^^^^^^^ 

163:146-354 (1991).] In this way, oP^^'^^^Jf^ Pi%!.^35r et al . J- Med. Microbiol, 
mechanisms against bacterial Pathogens^ ^^^Se was to investigate whether the IgG 
22:143-149 (1991).] The purpose of this ^^^^Pl^^^^^^° effecto? function. This was done 
component of IgG-PMB conjugates ^^^ains this ^^P°^^^^^^^^^^ ^^^h IgG-PMB conjugate 
by assessing whether the Pr^""*^*^"'^^^ °^J;,tosis) b? the human monocytic cell line 
potentiates phagocytic uptake {°P^°^°Pff2e?ul means by which the potential 
U937. Opsonophagocytosis assays provide a useful me y treatment of 

therapeutic efficacy of itmunoglobulin preparations, (1984).] This 

bacterial infection, can assessed. [Hill et ^1^ Am_ conjugate, and (b) 

SSnSr:? ihi ^miSu^:f?^ec?ief ^^^^^^^^^^ of^gO-P^MB conjugate. 

il^egSi^i^ and 
periodic mixing. Following opsonization the suspensions ^^^.^^ ^^.^^ 

?he resulting pellets were each ^^^^^Pf ' ^^"'^3°!;^edium" for the remainder of 

supplemented with 10% FCS this will^^^^^ ^^^^^ pl,,ed 1.0 

this example) . Into each of 5 ^^P^^a^e poiyp py ^ium, and contained 

ml of a U937 cell -"^P^^f t°/ ' 1 To each ?ube 0 1 ml oi on; of the opsonized E. coli 
1. times. 10. sup. 6 U937 cells/ml. each tube, 0^1 mi was also prepared 

suspensions prepared f °- ^^^^^^^.^^f ^,3peSon and 0.1 ml of PBS (PBS control)^ At 
which contained 1.0 ml of the U937 ceil suspe 2 . times . 10 . sup . 7 E. 

this point, each tube contained ^ " ^^'^^^,;°,^^P9°7''^eil ratii of 20:1. The 6 tubes were 
coli organisms, thus providing J? J' constant shaking, in order to allow 

then incubated at 37. degree. C. for 60 min^ witn placed on ice for several 

phagocytosis to ^^l^XSctt^sif ?h; 6 tubes Lrf thL centrifuged for 10 min. 

minutes to Prevent further Phagocytosis^ The ^^^^ ^^^^^^ ^^^^^ ^.^^^ 

at 500. times, g at 4. degree. C. T^^. P ^^^^ extracellular E. 

(centrifuging as in the previous step) with ^^illed ^ . 2 ml of chilled PBS, and 

coli organisms. The final Pf ^^l^^es of the suspensions to glass 

smears were prepared by applying 4° "'""^^7°^^^^^.^' ^nd were then fixed by immersion 
microscope slides. The smears were allowed to air dry, an 
Tn 100% methanol for 5 sec. and again allowed to air-dry. 

Detailed D escription Text (545) : obtained from Sigma and was dissolved at 

E. coli 0111:B4 lipopolysaccharide (LPS was J^^^^ diluted to 10,000,000 

0.02 mg/ml in PBS plus 0-0°5\,^hymerosol. E^ coli^ suspension or PBS were 

CFU/ml in PBS. 100 .mu.l aliquots of solution, ^ ^ ^^^^ incubated 

added to wells of Falcon ^--^-"^/^ jf^^^^^^^^^:^ ftimes with^BS. 100 .mu.l of PBS 
for 18 hours at 2 -8. degree. C. The wells ^ the plates and the 

plus 5 mg/ml BSA (Sigma Chemical Co.) was added to each well ot p ^^^^ 

plates wire incubated for 2 . 0 hours -^^^^^-^^^'"P^r^"^:, Idded per well and the plates 
loo .mu.l of sample (e.g. conjugate, antibody, etc ^) was a P ^^^^^^ ^ ^.^^^ ^.^^^ 

were incubated at ambient temperature f or 2 . 0 hours. The weii 
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in 15 ml of 50 mM -^^^ ^^^^^^^^es It aiient temperature, the absorbance at 410 nm 
well. After approximately 20 minutes 
of each well was determined. 

Detailed Descri£tionjre2Ct (^46): determine if Immunoadapter . TM . compounds 

r ^r thei emit 5n the same polarized plane P^°^^ff,^f^^^^ted molecule rotates or 
^stlSinS'throuehout the excited -ate^ However,^if ^ he excite^ different plane from 

rhfircifatS S"e'n veftt^aSy P^-rized li.h. - used t^^^^^^^^ 
emission light intensity can be if fluorescent molecules are very 

detect movement of the molecule excitation^ Jhe light from excitation to 

large' they move very little during excitation and tn g^ ^^^^^ ^°^^^Lnt 

emission remains highly polarized. . J J if depolarized relative to the incident 
Sle faster and the resulting ^-"^"^^^iiS (^<;000) with fluorescent lifetimes of 

is? sSxrT"t.2s: ------ — 



is shown in FIG. 15. 



n.«crir:tion ^ext (648) : ^^^^^^tion studies and b) Binding of 

THe;^^^^!^^ PMB-coated bacteria 

^^u^^o^rtS using'^a more -^^-^f ;i°f ^^^^^a^culfted u^ing S above equations as 
oonHuaate) Millipolarization data was hana caxc .^tensity is not represented in the 
described for the fully automated ^""^^^^^^Jfi ' °f PMB-Cys-Fl when reacted with 
?rilowing tables, -able 4S U .rate^he -activity^^^^^^^^ ^^^^ ^^^^^^ ^ ,,,, 

mouse monoclonal anti- fluorescein ^ r 

the University of Illinois Urbana. 

nPtailed Desc ription Text (655) : antibody strongly polarizes 

F^^^^^^ibTr^nrrr^Tei? that ^"^i f luoresc -^-^^^^ „f the intensity signal. 

S;TersS.ef tfat'pMB^Cys!^^^^ an^i^f luorescein 

^l-^Hff^H^^ Pluoresceinated PMB-coated Bacteria Hesults 
in Quenching of Fluorescence 

Detailed_Description Tgxt ("J) • ^^^^ fluorescence was measured in a 

Detailed np.»rri ption Text (663) : fluorescein, the fluorescence is reduced or 

D|||2i^^3^;;^^^^^^j^^^^ti^ i Ouorescelnated PMB coated E. coli is 

qi^nched about 95%. If .the ^l-^f^l^^^rbicteria anS anti-f luorescein antibody can 
available on the exterior ^^^^f " °^^^ted if fluorescein is buried ^"^er the surface 
bind then a reduction of signal ^^^^P^^"^, not access it, no quenching of the 

th^ bacteria and anti-f luorescein antibody " ■ ■ . The fluorescence of the 
?Loiescence bj anti-f luorescein antibody would be P°^^^ble^ Tn ^ higher 

piuoresceinated PMB labeled E. coli -^^q^^^J^^^^^^^ 2/3 of the fluorescein on the 

concentrations of anti-f luorescein ^hus abo ' • i^^^escein antibody. 

coated E. coli is ^^1^ -^i!Sil-FL an^ simultaneously bind both anti-f luorescein 

This demonstrates that PMB ^Y^ J'^^ 

antibody and the bacterial surface. 

Detailed De ^^c^ription Text (666): 
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rT7xamDle 39) bind to avidin or 
It is desired that the PMB-Cys-Biotin -^"^ugate (Exampl simultaneously 
anti-biotin through the biotin hapten a manner ^^^^^^^ pMB-Cys-Biotm can 

^ind its target^ An ^^'f^^^Z^Zlltm^^^^- ^^is example involved testxng the 
;rS:-Brot^i^ ^on^uratf in^" ^^^^^ 

Hole? foUowed by 5 fold dilutions in blocking butt eating the 

aixutiox wells contained 120 • • ^ , ^ rfearee C. Following this 

well such that ail we incubated 1 . 5 hr ^'^ ^7 . degree^ ^e^sh^d six 

io'Sh well and' incuiating the plates f^^-^-^^^fSn^tech MR 700 plate reader, 
absorbincy of each well ----^^^f IZ represent mean reactivities -f^uplicate 
lluTlX III Srrralngs'fS^ Sxima^ly diluted samples in each dilution 

series are shown. 

n..r.rt ption T«xt (669); PMB-Cv.-Biotin conjugate can simultaneou.ly 

ELISA clearly de«i,.iKr.t.» that the ™ g» J Cys linker separate, the 

iSnd avidin "1 •»"-™ ' tSt aUc" binding to both site., a. wa. 

5j£:tS?e?loi'S^C^^«arP°. m .».P1. 

sro£ef;ft?/s«tri^.?\Sdrr.fE^to^^^^^^^^^^ 

il!g1. ?Sl-S^l-in^°-^i'a'in^S:df »S c? Lcterlal agglutination a.say.- 
gjil||;Sgi«;^d"S^iated a,,,!^ o^ - cells 

SSa? sSitn-i^s ISlSli -"""H".1"m^C^SS5:^^^^^^^^^^^ 

SS"?nra"lilB'ac;eS!l"l:ding ..say. ».ing a ELISA .or^t. 

^-^ n>.criotion Te« (691): duplicate sampl.. of . r;\tLr°'' 

concertration o£ the premised conjugate wa. I .»u^3/^^^ accompli.hed by •«"lgi„,i,„ 
followed by 5 fold dilutions into thi. jj^^ mixing, ahd repeating t"',?'!""™ 

transferring 30 .iru.l aliquots IJ",-"":"; ^ i „,s removed from the »ell such 

"ri"r..h «ell. After the final /rt^tal of 2 such lil"'!"- -f;,^„g 

S'rfo°riid"!f«Urt"S)"L ™.«^"er. i.cuhated ™in at 3,.degr,e^ C. 
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.... .„c„....o„, ..e .„i.uv au.»a „.pie. 

' ■^n ^^nv PP C The conjugate solutions w^j. diluted goat anti-rabbit iq^ 

?"u£ing the plate, .t roon, t.»P.~tute in the de ^^^^ 1„ „. 

„„ p:i/e„?Te'.:*.ctivltl.. of duplicate .ell., 

summarized in Table st, f 

Detailed n^^r^-ri ption Text (692) : r-ontrol PMB-Cys-Mal-FL premixed conjugate is 

^?^hmiah some background binding of the '=°'^l''°lJJr aq nq/ml concentration) in J5 
oise^^ll much stronger binding was °^--^t<Sl Biotin buf not PMB-Cys-Mal-FL 

-trrP^emiS 

fSre na^ferrai^S^^^^^^^ ^^^^^^ ^^Ir^^^^^. 

iSSio^n^erraTd- 
premixed conjugate stably binds J5 ^^J^^^^ ^his demonstrates that the 

gjiill^MggMB^ o. . P.tho.ehlc B.cte.i. 

that the p™-g.-=iotin/E«„viai„^ 
ll^^lMli^ direct .nti-.vidin |||2Ji||E|f /^JL^rtefto . enc.p.ul.t.d 

^p:rhSSc'SSia?':^s?ifii^cr.;ia hindi.e ....y - ^-^-^^^ 

^Sa\S '-.;"cf . 1/10 dilution »,nupuS:'«il°. of .%«-well microtiter 

'2.ti»...10..«p.5 c.ll./ml) Thi .til. »re coated 2 hr. at room 

T 4-^^ /T?;:^lron Pro-Bind Assay Platesj . in^ w= wells were washed tnree 

!iF£pi^rn-fArE^^^^^^^ 

^c-ir,m;=. St Louis, Mo . m PBS (blocKing blockinq solution was decantea, 

E«-.ro?s?ordii^ 

anti-rabbit IgG alkaline phosphatase ^^igma) in blocki g solutions were 

added! and thl plate incubated 1 hr at ^^^^^f^^- ^^,,3, sUbitlt^ing 50 mM Na.sub.2 

f i d ihi^^ncuLfiS"^^^^^^^^^^^^^ 

ifrr.S.°Lr2:SiLrd-ir?:Sf SS! '.id ^Vr^'-a^t .eL re.cti.iti.. of duplicate 

wells . 

|-|^|i4|f^^if£Mi^pX^^^ 3t.hle ,th, 

S'oS^rtXf S irSrtS^rrlJiJe, ...hla, ,nd .l=c..d 1 hr hetor. 
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anti-avidin antibody was added. 

Detailed ripsn ription Text (711): ^^,„HHHn comolexes, assembled using premix or 

"Bacterial ly bound PM B^Cys-Biotin/extravidin ^°">P;^\^;teria . The relative signal is 
chaS formft^^can recruit anti-avid.n |Htib£dz ^^^^f/.f ^^.^i, .ith extravidin^ Xhxs 
clearly higher than the control PM^^^ ^^^^^^^ ,,,,,,ed ant.-av.d.n 

^^2S^^:rthrparhor- Encapsulated HX6 strain. 

n...ned Description T ex t (^^J^ " /„^^^^idin premixed conjugate binding to ^^^^eria is 
^TJIni^^^ rool temperature, washed, and blocked 

before anti-avidin antibody was added) . 

(iut not chase format) , can ^^^^^^^^^^^^'^Sb-^ShIiTfL chase or premix with 
signal is clearly higher than the control PMB .^^..^dapter . TM . compound 

S^ln^^^^^^^ encapsulated HIS strain. 

^^^^^^m^io'^i^%^^r....i. Anti-.vidin 0^.^ .S cells: Chase Pormat 

^^^s^^m^s, '^.^-^^^ 

b. utilised to .tinulate ™n. '"J^^^ „j ph.gocytosia of 
cells oEsonized with control reagents. 

D etailed Des nription Text (720) : , 5 2XYT media bacterial culture was 

opsonized bacteria were prepared follows^ A ^ (0.5-1.0 OD. sub. 600). 

- set and bacteria grown at 37 degree. C. until ma g p ^^^^^ ^^.g centrifuge 
cells were pelleted by centrif ugation 5 min at 30 00 rpm „ OD. sub. 600) 

SctLIf reLspended (vortexing) f-ity of 1> ,sup.9^^ microcentrifuge tubes, 
HBSS. Cells were diluted l/lO in HBSS in l_5m .^^^j^^^ed 15-20 min at room 

vortexed, and test opsonins ^^f^samples were vortexed immediately before 

temperature, then f ^-^^-^^J^/f^^L^^Jtant L prevent bacterial clumping, which 
adding to macrophages . Vortexing 1 y bacteria, 
would result in macrophage adherent ciurap 

Detailed Desc ription Text (721) : ^..^^ed to 0 . 9 ml with HBSS in Falcon 2063 tubes, 

-l-2.5.times.l0.sup.6^774 ^^l^^^^^^^^^^^Ji ^1 of opsonized bacteria from above) 
and 1. times. 10. sup. 7 opsonized bacteria (0. (e nd over en d) at 37 degrees for 20 

immediately added, the tube capped and rotated (en ^ ^^^^ centrifuged 5 min at 

minutes to allow phagocytosis of °Ef2IliS||^ pellets macrophages and 

250 g in a Beckman GS-6 '^-'^trifuge at 4 degrees^ Tn p^^^ decanted (macrophages 

associated bacteria but not the macrophage pellet carefully 

visible as white pellet) , 2 ml ^.g repelleted and rewashed a total of 

resSpended with a P-1000 P^P^tt- The sample was repel^^^ ^.^^ ^ 
3. times.. The pellet was ^esuspended in 1 '^^^^ carefully removed with a 

recentrifuged as above for 8 minutes^ Iml hIsS. Samples were maintained on ice 
P-1000, and the pellet resuspended in 1 ml HB ^^^^^P^.^^^ bacteria, 
throughout the experiment to limit Killing 

Detailed Description Text (723) ■ ■ ^tin/Extravidin/Anti -Avidin Opsonized J5 

™fSS^^ ^^^^ '^^'^"^ 

-^^^^m.Zles^ere assayed for macrophage phagocytosis. The samples 
were prepared as outlined below. 

n^Bnription Text (726): -vidin antibody was prepared as follows. 

^^^^^^^^^^T^fS^Spl ^'-'^ ^^^^ " 

Approximately l . cimes . j.u . ou-i-' . ^ 



and 
in 
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Display Form 

n .^^r^^ nPlleted by centrif ugation 1 min at 

degrees . 



avidin to link Immunoadaptor . TM . compounu 
format . 



Detailed DescriptionJText (738) : J5 bacteria utilizing a 

^^^d^^t^di^TE^^ 46, .2E|oni5^^ °^ an anti-avidin chase stimulated 
jMB-Cys-Biotin/extravidin P-^^^ ^^^^^ate wxth^^^^ P?^!^" r 

phagocytosis. Phagocytosis utilizing a PMBCy^^^^^^ ^^^^ target immune effector 

Lslssed, to determine if ^ f ^^^^ °^ involved assessment of Phago^Ytosis of 
functions (phagocytosis) . ^he example bacteria in a premix or chase 

PMB-Cys-Biotin/extravidin/anti-avidin 2|^^^.^^ ^^^^^^^ reagents, 
format, relative to that ot Jb cexxs 

Detailed Descri£tion_jrext (739) : described in Example 46, using, where 

D£|5ii^^55^^^3^i^-^iii7^s P-^f°^™^^,nf ^^i^^psonized bacterial samples were assayed 
relevant the same reagents -^^^^^f ^esc^illaTir^ 46 were prepared as 

for macrophage phagocytosis. Samples not 



follows . 



antibody (l/lOOO final dilution) 

coSjSg^. in a P"-";- '?"-J."ivid?r?S:t. lor phagocytosis by th. 

rfoXa c^irsi?"?L'"^n;f£|4S|^ 
sr?ssjrStH°rn:SoLror?o;yoferiit™. 

Oggiljy||HJp|l^ .s o.iia, Cb... and Pr.^. .or™. 

Detailed Descrip tion Text (752) : ^^^.i^ation of J5 bacteria utilizing a 

fntK=i-in S " ™' 
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.mu.g/ml final concentration). 



ph.g„cyto.i. i. *|^:^/h,^t» l«th,r than -""^^ ;LrL".i!. iStiSSiY 

Ejt«lidDs5criESlo!LT^ ,,„tly .s described •f„"Pl",«,*5«crlbri1n 

to the FL hapten wab. adding antiserum, 

(observed immediately atter aaaxi y 

^thf^otliwiS't..^ .oSJion. (£~n. .bov., were added. 
2sail54^5S£^iE^?S45f.i/Si-£lucr..cei„ a!tib£dl P"»i-1 =ohi»9.t. (0.= -"" a/"! 

Th. r..ult. are .ho«„ in Table 59 b.l'J^^^^ «,cr=phage in dK..ub^2 O) 

2=From 100 ,mu.l plating or 

lEr?fr£trJ^th"-r„"oSo'„ai'Siyfiiii-V re,«i.e to the i^oadaptar .™. 

compound hapten. 

DetaileO£-4Eg2S^ Oesonized J5 Cells 

Phagocytosis or ^^"^ 

SHViSir-Zx^icSt^^^^^^^^^^^^ ».ed to 

i™oadapter.TM. ^^jf ^^^^.^'ed Lhanced phagocytosis |f £f .Jnize LPS 

Th-i«^ will determine it the ooseivc^a . ^^4, compounds tnat uci-lj.^ 

Iim.unoadapter.TM. compounds containing 

Detailed_DeBcriEti^^ ^^,3 conducted, using independently oESonized 

Two independent phagocytosis assays wer 
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« bacteria in HBSS in microfuge tubes (prepared 

T. . -1^.^ nescription Text (775): mu 1 anti-f luorescein antibody (0.5 

mu.g/ml PMB-Cys-Mal-FL, 25 .mu.g/ 

(fluorescein premix) 

Detailed DescriEtion^ejct (789): antibody (0.5 .mu.g/ml 

The results are shown in Table bx oex 

e-tailed^escriEtior^ (791) : ,,hancement of phagocytosis by ^90-99 premixed 

the'c90 99 ligand ^-.^^^.-^^^^^^ °9r99-SB-Bt;tL conjugate relative to the 

by reduced bacterial binding °f ^^^.^^^ ^199 also has reduced affinity ^ J^i^^e 

PMB-Cys-Biotin conjugate (Example ,;,^^^;f ^ ^^ity prevents the C19g-Mal-FL con:ugate 

to PMB- it is probably that this reduced ^"^"^^^ / ^hese results provides proof of 

f rom e^hancing'^bacterial Phagocytosis in the assay^Th^^^^,^. ^s to 

principle the use of ^--^f^f ^,^3™^ f fnfty of the LPS . binding ligand will be 

rrllfcif^^iSISnSn an^ -^-^^^ phagocytosis. 

^:Ua ^lin^ld-l^^nno^ .or^e strongly than methy 

to other molecules. 



no^.ned Description_Te2ct (816): 
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for the Clq binding peptide. The pnago y 



Antibiotics xnat nay ^^^-j-^- ^ 

binds and antibacterial, ^'^'^^^^^^.acterial , binds to antibacterial, teicoplanin. 
Vancomycin, sup. 3 vancomycin, ^"^^^^rSy gram- inhibits synthesis PO^itiye 
ristocetin cell wall Pre^^^^°^'XQ «urface-active antibacterial polypeptin, 
Biosurfactants.sup.4 "--l^^J^ ™tu;factin surfactin, subsporin, surface-active 
brecistin, cerexin, tridecephin, surtaccin ^ide viomycin, not known 

f,maicidal mycosubtilisin, bacillomycin Other f P i^gtatic) bacitracin, 

antfScobictLial A-tibiotics^sup^B capreomycin^ (^^^ .^.ocidine An^ntadine^sup . 6 
gramicidin, surface-active ^^^^J^^^f (f^f luenza A) Polyene ^f^^^':^^,^^.!^ 

tachyplesin. sup . 8 surface active ^"^ibacterial P ^ anti-endotoxm 

protein, sup. 11 r~n ^ nf 

— i-n T « A sand, in Good,»n and ^a mn'«^ J'h' 

and Gilman s . ine p New York, PP- 11^17^ Ti »nd M A Sande in Goodman 

lr.A r-ilman's- The Pharmacological 1146-1164 (1990 . .sup. 6 R- G. uougia^ 

'^A-rt^Vl'^ i^"^ ^^^^ 

J E Bennett in Goodinan ' , perganon Press, Ke« York, pp. H"""" 

Ei . (Oilman, R.U, Niea, and Tayl~.^^;->J^^^263, 16709-16713 (1986). . sup^9 G. 

S:fc.'kSl«tlSr(»9S;-.i":" «. ». ".-a et al., I—. 1«.S3. 

(1992) . 



H n...ription P.raaraEkJsaS 1"' ^ ,i„aing 0£ ^^icl^.n Ant|bod|» To PMB 

Yolk Antibodies ^ — ^- - - ^ mn 

1.732 1:1,000 0.026 1. 



770o-TTio:ooo^Tol5^:?8rT7I^oo o.oos 



0.100 



l^,ilMl pr.-T-^- P^^raaraph Table (36): 

TABLE 35 

Contained One Or More E_coli --^r;^^^j^^^^^i ^x) 56% IgG 
(0.062 ng/ml) 65% "f ^^^i^^^only (No E. coli) 0% 

mg/ml 3% PBS Control 0^ U9J / ue±±t. y 



__ U937 cells Which 0Eson||at^^Treatment 



0.062 mg/ml 0% IgG ©0.25 



Detailed_DescriEtior^^ (3^' = 

TABLE 36 . _ -—^ 

Contained One Or More - , ^y^i) 41% IgG-l^MB 

(0.062 mg/ml) 38% Ig^'^^^^f g ml 10% Mb-PMB ^ 

14% IgG-PMB ® 1/8 MIC (7.75 -/"^ ,1 Alh-PMB ® 7.75 
mg/ml 0% Alb-PMB ® 0.0155 mg/ml 2^ Alb PMB 0 

Control 0% 



_ U937 cell. Which 2E~=i|?|g= -;r'°' 

I74~MIC (0.0155 mg/ml) 
O.S62"mg7mI 2% Alb-PMB @ 0 031 
mu.g/ml 5% IgG @ 0.062 mg/ml 2^ PBS 
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Reactivity of PMB-Cys-Mal-FL with 



61 



n...n.d Description_ParagraEhJTable (53): 

Ifti^FlL^iiSiiiT^tlbi^SAMPLE IV -^^g^^^i.pL 10 .sup.-7 M B4b i:^^S 
fntSrs^'tSs^^lO^sr B^M^ (no^renJity) 3^ .--^ .Bti-^ ^ .t.^es. 10-S 

25 390 3 PMB-Cys-Mal-FL 10-7 M 

n...n.d Descrir^- Paragraph Table (55): 

: ,6 E coil . 2 .mu.g/ml anti-f luorescein^ntibodx 15 E. 

iHEI^orescexn ant^ E . col. 



Quenching of Fluorescence on 



anti-f luorescein Mi^^^^^i . ^ j,, ic; 
' 22 »u.g/».l anti7£l555l=c«in . Mibody 15 



n...<1.d D.ecrT>'"" ^'''^^ ' pm-cy.-Blotin bind, avldin and 
Preimmune 0.010 0.020 



n.^.ned Descr.^r^- P.T-aoraph Table (59): 
TABLE 54 



PMB-Cy.-Biotin Direct, ^ti'^'^g 

coated wells 



rirpr^siSd-^^Hissitrr^viAr^ 

0.089 0.02 premixed conjugate 

Detailed_Dgs££iE£i°Il-gg ^^^^^^P^ ' Anti-Avidin Antibody Opsonization 

TABLEj;l=^^ .ti.es. 10^up^^2^-n^^ 

;.037 0.050 PMB-Cys-Biotin ^nti-avidin ^^ase J) 9/.^,^ 0 238 0.033 

PMB-Cys-Biotin anti-avidin chase 5) J Extravidin and 0.101 0.035 

C90-99-Cys-Biotin anti-avidin chase 6 "^^^^g^travidin and 0.002 0.000 

C90-99-C^s-Biotin anti-avidin chase 7 10 "S/^l J^^^^^^^^^ conjugate 1.455 1.426 
C90-99-Cys-Biotin anti-avidm chase 8) 1 .™^^9^^^ ^ .mu.g/ml Premixed conjugate 
PMB-Cys-Lotin/ with anti-avidin chase Extravxdin^^ Extravidin 10) 1 .mu.g/ml 
?.4ir 1.258 C90-99-Cys-B.otxn/ jnt.^^T^^J^ith anti-avidin chase Extravxdxn 

Premixed conjugate 0.813 U.^^y fim y 



n ^tailed Desc ri ption Paragraph Table (61) : opsonization With .... % 

■ rp^voTE 56 r-7TT7h" Anti-AvidiH Enhances Phagocytosis 

Macrophage with Recovered bacterial Test Con:ug I^B-Cys-Biotin/extravidin 60 178 

(pifmSdrrLn.!^!^^ 

14 46 negative control 14 72 

j.^r^V-'^ n^^nription Paragraph Table (62): opsonization with 

T2VRTF 57 ^ rfiJrrW Ant-L-Avidin Enhances Phagocytosis 

pSI-y^-BlSnSTBSSvIdlS-^^ „.crcph.3. .ith ph.gooyto.ad 

— d'L^S2rS"2o°„5„|SrL.»r „ 32, .pre^ljed, . 

=i™gi?»isrrj?i=^^^ 

57 ■ 

n^t ailed Des r^^iption Paragraph Table (63) : opsonization With 

rr^^T-r^ -^fl : n n,-!^ oT Chase F ormat with A nti-Avidin Enhances 
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bacteria, sup. 1 colonies sup 2 ^^^^^^—^^^^^^-^^ti-avidin polyclonal 
n .t;,iled Desr vHr^-i°" Paragraph Table (64) : n psonization with 

SSa.sup.X colonies^sup^a^^^^^^^^^^^^X^^ Negative 
40 76 antibody (chase) 

n.^^HT ed Description_ ParagraEhTable (65) : o psonization with H.hTest 

Coniugate phagocytosed bacteria. sup. 1 ^^e * anti-avidin b 3) anti-avidin 3 4) 

Sgitiva cLtLl 2 2) C90-99 prefixed con:^^^^^ PMB-Cys-Mal-FL 5 7) Fluorescein 

C90-99 premixed conjugate 3 5) anti ti ^ 

chase 14 8) Fluorescein premix 12 

^ ^ r./ . C90-99 premixed conDugate 4 b; 

^^KjlliiErT^HErrav^^ 43 B) C19g-Mal-FL B 9) 

anti-f luorescem 13 6) PlVlB uys nctj. 



Other p^fo-r^nr^ Publication (5) : ha-IA Monoclonal Antibody for 

266:3466-3471 (1991). 

(HA-IA) in Patients with Sepsis Syndrome, 
Diagnosis and Treatment," Indian J. Pediatr., 

n^h.r^ Reference Pub_l ication (26) : p^eudomonas aeruginosa Septicemia Associated 

ir^^^;^^l^^t£l^ to Escherichia coli Endotoxin Core, Clin. 
Invest., 72:1874-1881 (1983). 

Other P^f^v-^nrf. Publication (27) : An tibody in Patients with 

DTiT333:37-45 (1976). 

Bacteremia Due to Gram-negative Bacilli, J. mt 

n^h.r Reference Publication (28) : ^^^^ Determinants in Normal Sub j ects and in 

BT^-J^^ and immunotherapy 1:.1-31 (19B7) . 

nther Referer np ^"'"^^°^^^!"„.',^^l:J, Determinations Using ELISA on Patients at a 

Other p^fo-^^rirf^ Publication (30) : rommon Antiqens of Bacterial 

infection 13;115-119 (1985). 
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Academic Press, New York, 



^„.,, j,^.^^^r,n. Publication (47) : .^^^ and Practice 

jTw. Coding, Monocionai_^itibodies^ r 
p. 84 (1986) . 

J Infect. Dis., 163:346-354 119^1;- 

pyogenes following Growth in the Fr 
67-1249-1256 (1981). 

'^^^^^mB-- ^^^^^^^ °° ^""^ 

B Streptococci Acts as an 
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ANSWER 37 OF 39 MEDLINE 
79018611 MEDLINE 

Z"fli.icnSp«;i«"° the UpopoIy»,cc,>»ia.-p.ot.i„ co,le. of 

Coxiella burnetii. 

Kazar J; Schramek S; Brezma R 

ACTA VIROLOGICA, (1978 J^l)22() 09-15. 

Journal code: 0370401. ISSN: 0001-723X. 

Czechoslovakia ^, 

Journal; Article; (JOURNAL ARTICLE) 

English 

Priority Journals 

197811 

Entered STN: 19900314 

Last Updated on STN: 19950206 

Entered Medline: 19781129 ,rDo_prl extracted by 

moe and rabbits fait levels of antibodies directed to 

•""KL^ ""ncF;,"i=to:^"»tiLtio„ (m>, op.oni..ti.n- 
ZaoStosii (St and se;„» protfction (SP) tests. In gnine, pigs 
S°vJ 1-els of - --f- rtrtL-SrSiteoted to 

primary immunizing dose, rne seconu ^ . . ^ Ho^p^ of the LPS-PC were 

bre^^:ftt:.':.ertSi^rantia^™spon^:^ °f« « P""--» - 
See !jd guinea pigs against phase I virulent challenge. 



L2 ANSWER 32 OF 39 MEDLINE 
AN 80048686 MEDLINE 



DN 80048686 PubMed ID: 91583 oosonins and their role in the 



FS 



AB 



AU Young D A; Dobson P; Karakawa W W 
SO INFECTION AND IMMUNITY, (1979 Sep) 25 (3) 954 9. 
Journal code: 0246127. ISSN: 0019-9567. 

CY United States ^.^-t^tt^x 
DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

Priority Journals 



EM 198001 
ED Entered STN: 19900315 

Last Updated on STN: 19900315 



Entered Medline: 19800128 observed cross-reactivity between 

The in-unochemical specif icxty of the obser^^ ^^^^^^ ^^^^.^ 

Indicated that antibodies directed against these 
antiaens were not significantly involved in the 

Ssinization process. her antibodies with ^.^^^ 

.Lopeptide ^P-^^^^^-^J^f^^t^jf p^l'yJor^hoLclear leukocytes, 
phagocytosis of these ^J^anisms Dy P y ^^^^ nonimmune 

raost bacteria ^^^f ^^^^^^f 3ta;hylocLcal opsonins with mucopeptide 

wide prevalence of natural si:apnyxu^ 

specificity in normal sera. 



L2 ANSWER 29 OF 39 MEDLINE 
AN 81238589 MEDLINE 

Artificial llZltlll Vaccines: Salmonella typhi.uriu. 0-antigen 

specific oligosaccharide-protein conjugates elxcit opsonizing 
antibodies that enhance phagocytosis. 

AU Jorbeck H J; Svenson S B; Lindberg A A 
SO INFECTION AND IMMUNITY, (1981 May) 32 (2) 497 502. 
Journal code: 0246127. ISSN: 0019-9567. 

CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 198109 

ED Entered STN: 19900316 

Last Updated on STN: 19900316 

rtbifd 'X'^^^^^i^s were — ted^^^^^^^^^^ 

assays. The Salmonella irr^unogens used '^^^f representative of 

disaccharide, abequose ' f---^^. t^bovin^' serum albumin (BSA) ; 
Salmonella O antigen 4, covalently ^^'^'^^^^^^ ^"^^^ text) covalently linked 
t-hf- orta- and dodecasaccharides , (formula see rext; ^ 

which has a different 0 antigen, was the same irrespective 
rfrum given. NMRI mice -lively i^uni.ed with var-j^^ ^^^^^^^^^ 

--^^^^ .ut 
exudate cells activated with Freund complete adjuvant. 



AB 



L2 ANSWER 19 OF 39 MEDLINE 
AN 88189327 MEDLINE 
DN 88189327 PubMed ID: 3258649 
TI The binding site for Clq on IgG 
Duncan A R; Winter G 



S -C^rab:r:;o-orM:iecular Biology Ca:nbridge, UK. 
SO NATURE, (1988 Apr 21) ^32 (6166) 738-40. 

Journal code: 0410462. ISSN: 0028-0836. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
EM 198805 

ED Entered STN: 19900308 

Last updated on STN: 19900308 
Fnt-Pred Medline: 19880519 

lysis. The first step in ^he complement cascade i collagen-like stems 

the antibody. There are six heads on ^1^' ^ ^^tion of 

to a central stalk and ^f^.^^f f/^^ ^f'^oo ScroM (ref. 3). Binding 
antibody rather weakly, with an attmiTiy surface, aggregates the 

of antibody to multiple epitopes ^f^n^^/.^^'^iq'heSs, 'leading to 

antibody and t^is facilitates the binding o -veral ^^q ^^^^.^^ 
an enhanced affinity of about 10 nM Uer. ^ sensitive to 

antibody, Clq binds to the CH2 ^^^^ .^^^^^^^^.j:? 'throughout evolution as 
ionic strength, and appears to l^^^^^hly conserv y ^^^^ _ 

Clq reacts with IgG from different species (tor examp ig^type, we 

systematically altering surface cKins, Glu'318, Lys 

have localized the binding site for ^^^^^^ J^^„^3erved in other antibody 
320 and Lys 322. These ----^--%^^^,f ^^^^^^ S abC to inhibit 

i-&rysL^Tei:orore\h^ — ^ — 

in the interactions of IgG and Clq. 



L2 ANSWER 8 OF 39 MEDLINE 
AN 1998286564 MEDLINE 

?rt^.!v:Lus^i™o5?;b:Un1iepa.ations as _odulato.y agents, 
AU Dimitrijevic M; Popovic M; Stefanovic D; PetroniDevxc M 
CS university School of Pharmacy, Belgrade. 

SO VOJNOSANITETSKI PREGLED, (1998 Mar-Apr) 55 (2 Suppl) 63 9. 

Journal code: 21530700R. ISSN: 0042-8450. 
CY Yugoslavia 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 199808 

ED Entered STN: 19980903 

Last Updated on STN: 19980903 
Entered Medline: 1998 0824 



AB 



CertaS Su;o;,ti;io5i= condition., =,uch as hypersensitivity and 

that supervises an irmiune response are antibodies themselves, bince 
S?Lody bifunctional molecule, its -g-J^tory action deals with two 
separate molecular structures denoted as Fab and Fc portion. By Fab 
fraoment antibody interferes with the reaction with antigens, 
of^Scipates in the regulatory idiotype/antiidiotype interactions. 
Fc-medlated regulation includes influence on complement activation 
cascade, formation and clearance of immune complexes, 
phagocytosis, ADCC activity, T- and B-cell function, cytokine 
?rSile Stc In general, antibody triggers iiranune reactions 

ai:; ha^ the capacity to suppress them. Exogenous -^^^^f -."J^^ 
likelv to elicit similar effects on inraiune processes. Actually, it has 
been demonstraied that intravenously given iimnunoglobulins P^^icularly 
Mgh-do^e SgG, effectively coirfcat harmful in^une response in some chronic 
inflammatory and autoimmune disorders. Hence, preparations of 

=r-t-^^^^^^ 

response, IVIG products must contain intact {(i^) ig^ muj.c 
sufficient concentrations in plasma. 
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AN 2000231768 MEDLINE 
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20231768 PubMed ID: 10;^68923 o-antigen-specif ic monoclonal 

rgtin^r^caSu^fteS :nd\onLcapsulated Klebsiella pneumoniae 

serotype 01 strains. „ , , .^^ m. podschun R; Trautmann M 



Hu^oldt university, 13353 Berlin Germany. 
SO INFECTION AND IMMUNITY, (2000 May) 68 (5) 2402 9. 
Journal code: 0246127. ISSN: 0019-9567. 



CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 200006 

ED Entered STN: 20000622 

Last Updated on STN: 20000622 

Entered Medline: 20000613 n.used bv Klebsiella spp . has 



Entered Medline: ^UUUUOi^ ,r^^.Hnon^ reused bv Klebsiella spp. 

antibodies may add to the protective ^"J^ ^^^^ monoclonal 

functional and binding ^^P^^^^^ Klebsiella 0 antigens. The MAbs 

r„f,rkini..ed .„tibo* bindi^. I-lt^ 

killing experiments .howed """^^ "oi^.^o-jo™ strains and 

opsonizing ""''"^.f/.^t^r fof .n4°«Uted'strain= belonging to the 

rnd'oT:Si"""y;:"^= or »-='",-:ioi^Stb'.r°er/or rr 

both K- and 0-antigen specificities. 



